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NONCLINICAL  LABORATORY  STUDIES 

Proposed  Regulations  for  Good  Laboratory 
Practice  Regulations 

The  Food  and  Drug  Administration 
(PDA)  proposes  to  establish  good  labora¬ 
tory  practice  regulations  for  methods  to 
be  used  in,  and  the  facilities  and  controls 
to  be  used  for,  conducting  nonclinical 
laboratory  studies  to  assure  the  quality 
and  integrity  of  data  filed  pursuant  to 
sections  406,  408,  409,  502,  503,  505,  506, 
507,  510,  512-516,  518-520,  706  and  801 
of  the  Federal  Pood,  Drug,  and  Cosmetic 
Act  (21  U.S.C.  346,  346a,  348,  352,  353, 
355,  356,  357,  360,  360b-360f,  360h-360j, 
376,  and  387)  and  sections  351  and  354- 
360F  of  the  Public  Health  Service  Act  (42 
U.S.C.  262  and  263b-263n).  Interested 
persons  have  until  March  21,  1977,  to 
submit  comments.  The  Commissioner  of 
Food  and  Drugs  also  announces  that  a 
public  hearing  to  discuss  the  views  of  in¬ 
terested  i>ersons  on  the  proposed  regula¬ 
tions  will  be  scheduled  early  in  1977  and 
will  be  subject  to  a  notice  to  be  published 
in  the  Federal  Register  at  a  later  date. 

The  Commissioner  fully  appreciates 
that  the  agency’s  establishment  of  r^u- 
lations  governing  the  conduct  of  non¬ 
clinical  laboratory  studies  represents  a 
major  new  initiative  for  FDA  that  will 
have  significant  impact  on  the  private 
testing  community.  He  is  convinced,  as 
is  the  Congress  of  the  United  States,  that 
deficiencies  discovered  in  the  current 
conduct  of  such  testing,  both  in  the  pri¬ 
vate  sector  and  in  government,  require 
this  initiative  to  be  pursued  vigorously. 
Decisions  about  the  safety  of  consumer 
products  that  are  based,  wholly  or  in  i>art, 
on  data  derived  from  such  testing  are  too 
important  for  the  agency  to  accept  any¬ 
thing  less  than  the  best  scientific  data 
that  can  be  obtained.  At  the  same  time, 
the  Commissioner  wants  the  final  good 
laboratory  practice  regulations  to  be  both 
soimd  scientifically  and  realistic. 

The  Commissioner  encourages  all 
interested  persons  to  comment  on  this 
proposal  in  detail  and  at  length,  and  in¬ 
vites  suggestions  for  improvements.  To 
assure  that  all  interest^  persons  are 
given  the  opportunity  for  personal  par¬ 
ticipation  in  developing  regulations  gov¬ 
erning  the  conduct  of  nonclinical ‘labor¬ 
atory  studies,  the  Commissioner  an¬ 
nounces  that  he  will  hold  a  public  hear¬ 
ing  on  this  proposal  approximately  60 
days  after  the  date  of  publication  in  the 
Federal  Register.  A  notice  of  the  exact 
time  and  place  for  the  hearing  will  ap¬ 
pear  in  the  Federal  Register  approxi¬ 
mately  30  days  after  the  date  of  publica¬ 
tion  of  this  proposal. 

An  earlier  draft  of  this  proposal  was 
forwarded  to  other  Federal  agencies  for 
information  and  comment.  As  of  Octo¬ 
ber  15.  1976,  comments  were  received 
from  the  National  Institutes  of  Health, 


the  National  Cancer  Institutes,  the  Na¬ 
tional  Institute  for  Occupational  Safety 
and  Health,  the  Environmental  Protec¬ 
tion  Agency,  the  Consumer  Product 
Safety  Commission,  and  the  Department 
of  Agriculture.  In  addition,  the  Center 
for  Disease  Control  submitted  a  draft  of 
regulations  that  it  proposes  to  publish 
under  the  authority  of  the  Clinical  Labo¬ 
ratories  Improvement  Act.  Where  pos¬ 
sible,  these  comments  and  proposals  were 
considered  and  are  reflected  in  the  cur¬ 
rent  proposal.  Outstanding  issues  will  be 
addressed  and  discussed  in  the  preamble 
to  the  final  regulation.  The  comments  of 
the  other  agencies  have  been  put  on 
display  in  the  office  of  the  Hearing 
Clerk,  Pood  and  Drug  Administration. 

The  Federal  Food,  Drug,  and  Cosmetic 
Act  and  the  Public  Health  Service  Act 
impose  on  manufacturers  the  burden  of 
demonstrating  that  their  products  meet 
the  safety  and  effectiveness  requirements 
of  the  law  and  that  they  are  not  mis¬ 
branded  for  their  intended  use.  To  en¬ 
sure  the  highest  degree  of  consumer  pro-* 
tection,  FDA  requires  that  extensive 
animal  and  other  tsqies  of  testing  be  per¬ 
formed.  Although  PDA  itself  carries  out 
independent  testing  of  certain  types  of 
products  and  validates  testing  systems, 
it  lacks  the  resources  to  conduct  its  own 
testing  of  all  products  requiring  toxico¬ 
logical  studies:  the  responsibility  for 
such  testing  is  one  assigned  by  law  to 
the  manufacturers  of  regulated  products. 
Instead,  FDA  may  prescribe  the  type 
and  extent  of  testing  deemed  necessary 
for  a  determination-  of  safety  and  utUity 
of  a  product,  and  then  require  that  these 
be  conducted  by  or  on  behalf  of  the 
person  desiring  to  market  a  regulated 
product.  These  studies  may  have  to  be 
submitted  to  PDA  before  the  product  is 
marketed,  or  after  marketing  has  begun 
in  order  to  justify  continued  distribu¬ 
tion;  in  a  few  cases,  the  studies  are  not 
submitted  but  must  be  available  to  FDA 
upon  request.  The  adequacy  and  validity 
of  nonclinical  laboratory  tests  therefore 
remain  the  responsibility  of  the  sponsor 
of  the  product,  as  part  of  establishing 
the  marketability  of  the  product  under 
the  Federal  Pood,  Drug,  and  Cosmetic 
Act  and/or  the  Public  Health  Service 
Act.  While  the  sponsor  of  a  product  is 
generally  its  manufacturer,  other  per¬ 
sons  such  as  distributors,  government 
agencies,  and  users  or  consumers  may 
seek  to  attain  PDA  approval  or  accept¬ 
ance  of  a  product.  Thus,  in  this  pre¬ 
amble,  the  reader  should  understand 
that  the  terms  “sponsor”  and  “manu¬ 
facturer”  are  frequently,  but  not  always, 
used  interchangeably. 

The  testing  required  for  products  is 
established  by  the  legal  requirements  ap¬ 
plicable  to  the  product  and  by  the  avail¬ 
able  technology  to  fulfill  these  require¬ 
ments.  Testing  may  include  physical  and 
chemical  studies,  nonclinical  laboratory 
studies,  and  clinical  trials  in  humans  or 
animals  in  whom  the  product  is  intended 
to  be  used.  The  nonclinical  laboratory 
data  submitted  to  or  reviewed  by  PDA 
encompass  a  wide  variety  of  tests  and 
procedures  performed  on  animals  and 
other  biological  test  systems  to  delineate 


the  toxicity  and  other  effects  of  a  regu¬ 
lated  product.  Primarily,  these  tests  are 
intended  to  assess  acute,  subchronic  and 
chronic  toxicity  of  the  product  to  hu¬ 
mans  or  animals,  including  reproductive, 
teratogenic,  carcinogenic  and  mutagenic 
effects  as  well  as  degenerative  disorders, 
based  upon  the  appearance  of  these 
effects  in  laboratory  animals.  Nonclinical 
laboratory  investigations  also  involve 
biochemistry,  nutrition,  immunology, 
microbiol(^  and  other  disciplines  that 
may  indicate  the  toxic  potential,  the 
functionality,  or  the  effectiveness  of 
a  regulated  product,  and  that  may 
contribute  to  a  decision  on  the  risks  and 
benefits  of  the  product  to  humans  and 
animals.  Data  may  be  derived  from  either 
in  vivo  or  in  vitro  tests  or  procedures  in¬ 
volving  exposure  of  the  product  to  lab¬ 
oratory  animals. 

As  one  example  of  the  regulatory  need 
for  scientific  research  data,  all  new  drugs 
and  most  biologies  must  undergo  exten¬ 
sive  testing  in  animals  or  other  biologi¬ 
cal  test  systems  to  determine  the  toxic¬ 
ity  profiles  and  other  possible  short-  and 
long-term  adverse  effects,  including  the 
possibility  of  carcinogenicity  whenever 
the  drug  is  intended  for  chronic  use  in 
humans.  Preclinical  studies  of  drugs  are 
of  particular  importance  in  deciding 
whether  a  new  drug  can  be  safely  tested 
in  humans  to  assess  its  potential  use  as 
a  therapeutic  agent. 

With  regard  to  drugs  intended  for  vet¬ 
erinary  use,  studies  are  conducted  in  lab¬ 
oratory  animals  and  target  animal 
species  to  develop  data  on  the  safety  and 
effectiveness  of  the  drug  in  the  animal. 
If  the  target  species  is  a  food-producing 
animal,  data  relating  to  human  safety  as 
a  result  of  use  of  the  drug  in  the  animal 
is  also  needed. 

The  Medical  Device  Amendments  cf 
1976  (Pub.  L.  94-295)  to  the  F>ederal 
Pood,  Drug,  and  Cosmetic  Act  require 
safety  and  effectiveness  data  for  premar¬ 
ket  approval  of  certain  devices,  as  a  pre¬ 
requisite  to  the  development  of  product 
performance  standards,  and  for  other 
purposes.  Such  data  may  be  obtained 
from  in  vivo  and  in  vitro  studies  involv¬ 
ing  animals,  as  well  as  from  physical  and 
chemical  experiments  and  clinical  trials 
in  humans. 

Similarly,  animal  testing  is  essential  in 
assessing  the  potential  for  toxic  effects, 
including  teratogenicity  and  carcinogen¬ 
icity,  of  food  additives  and  color  addi¬ 
tives.  Such  testing  cannot  ethically  or 
practically  be  conducted  in  humans: 
therefore,  animal  data  are  essential  for 
a  determination  of  the  safety  of  these 
substances. 

The  importance  of  toxicological  and 
other  laboratory  data  derived  from  ani¬ 
mal  studies  and  other  biological  test  sys¬ 
tems  to  decisions  on  safety,  effectiveness, 
and  fimctionality  of  drugs,  biological 
products,  devices,  food  additives,  color 
additives,  and  other  regulated  products 
donands  that  these  studies  be  conducted 
according  to  scientifically  sound  proto¬ 
cols  and  scientifically  proper  procedures 
€o  ensure  the  quality  and  integrity  of  tiie 
resulting  data.  Such  studies  require  the 
combined  efforts  of  toxicologists,  pathol- 
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ogists,  statisticians,  other  professionals, 
animal  care  experts,  and  technical 
personnel. . 

A  testing  facility  is  any  institution  that 
collects  safety  data  for  submission  to 
FDA  in  support  of  products  either  prior 
to  or  following  ai^roval  for  marketing. 
The  primary  types  of  institutions  in¬ 
volved  are  laboratories  of  manufacturing 
firmsr  or  those  of  contract  research  and 
development  or  testing  companies.  Also 
included,  to  the  extent  that  they  collect 
safety  and  eflScacy  data  submitted  to 
FDA  in  support  of  petitions  for  regulated 
products,  are  veterinary  and  medical 
clinics,  universities  and  State  experimen¬ 
tal  stations.  State  and  Federal  govern¬ 
ment  research  laboratories,  private  and 
public  hospitals  and  foreign  establish- 
maits  of  any  of  the  foregoing  types.  The 
facility  may  range  in  size  from  the  large 
corporation  to  an  individual  who  may 
perform  safety  studies  on  behalf  of  a 
sponsoring  institution. 

The  Commissioner  recognizes  that  this 
proposed  definition  is  broad  and  may  in¬ 
clude  facilities  to  which  application  of 
these  regulations  would  not  be  necessary 
or  m;>propriate.  For  example,  a  imiverslty 
laboratory  may  screen  dozens  of  chemi¬ 
cal  cmnpounds  in  rodents  to  determine 
whether  any  have  pharmacological  ac¬ 
tivity,  with  only  those  showing  any  pro¬ 
mise  being  furUier  tested  in  animals.  Al¬ 
though  such  studies  are  important  to 
evaluating  the  safety  of  drugs  prior  to 
conducting  trials  involving  human  sub¬ 
jects,  they  are  not  often  of  critical  im¬ 
portance  because  subsequent  and  more 
rigorous  animal  studies  are  conducted 
before  FDA  review  is  sought.  The  need  for 
detailed  regulation  of  studies  performed 
by  such  a  laboratory  appears  small;  in 
any  case,  such  studies  would  be  subject 
to  internal  review  if  they  are  submitted 
to  the  agency  as  part  of  an  application, 
and  audits  of  supporting  documentation, 
when  desirable,  will  remain  a  central 
feature  of  FDA  acceptance  of  scientific 
data.  As  discussed  below,  the  Ccxnmis- 
sioner  specificaUy  invites  comments  on 
whether,  and  If  so  how,  certain  types  of 
testing  facilities  should  be  excluded  from 
these  regulations. 

Statement  or  THk  Problem 

Until  recently,  FDA  has  assumed  that 
noncllnical  laboratory  studies  submitted 
in  support  of  a  regiilated  product  re¬ 
sulted  frmn  the  application  of  appropri¬ 
ate  expMimental  procedures  by  a  test¬ 
ing  facility.  In  an  effort  to  evaluate 
these  data  properly,  and  to  assxire  their 
authenticity  and  reliability,  the  agency 
employs  a  compliance  prc^ram  for  non- 
clinlcal  laboratories  that  provides  for  in- 
depth  examination  of  noncllnical  studies 
performed  at  the  product  sponsor’s  fa¬ 
cilities  as  well  as  those  performed  at  con¬ 
tract  testing  laboratories.  The  type  of 
investigation  performed  under  this  pro¬ 
gram  consists,  for  the  most  part,  of  “for- 
cause”  Inspections  that  are  iniUated  at 
the  request  of  an  agency  unit  because  of 
questions  arlsini^  from  submitted  data. 
The  ejection  of  a  laboratory  for  this  tsrpe 
of  inspection  is  usually  based  on  the  ap¬ 
pearance  of  one  or  more  of  the  follow¬ 
ing; 


1 .  Inconsistencies  in  the  data ; 

2.  Data  of  questionable  validity ; 

3.  A  study  of  questionable  purpose  or 
design;  and 

4.  Simultaneous  performance  of  an  un¬ 
usually  large  number  of  complex  studies. 

The  objective  of  this  program  has  been 
to  achieve  assurance  of  the  quality  of  the 
data  from  noncllnical  studies  submitted 
to  FDA.  To  acc(»npllsh  this,  the  cmrent 
practices  and  procedures  of  the  nonclini- 
cal  laboratory  are  assessed  to  determine 
if  the  laboratory  is  capable  of  perform¬ 
ing  investigations  in  support  of  agency 
regulated  products,  by  assuring  that 
physical  facilities  and  equipment  are 
sufficient  and  properly  maintained,  that 
the  staff  is  qualified  by  training  and 
experience,  that  the  investigational  pro¬ 
cedures  are  scientifically  valid,  and  that 
complete  and  accurate  laboratory  rec¬ 
ords  are  maintained.  The  “for-cau$e” 
inspections  are  being  conducted  in  the 
absence  of  published  regulations  for  ac¬ 
ceptable  laboratory  practice  and  without 
a  systematic  program  for  auditing  all 
test  facilities. 

-  Recent  FDA  experiences  have  identi¬ 
fied  significant  problems  in  the  manner 
in  which  noncllnical  laboratory  studies 
are  being  performed.  Deficiencies  were 
foimd  during  Inspections,  of  ^e  testing 
facilities  of  major  phannaceutical 
firms,  inspections  of  several  private  con¬ 
tract  testing  facilities,  and  internal  re¬ 
views  of  toxicity  studies  of  color  addi¬ 
tives  conducted  by  FDA.  How  wide¬ 
spread  or  serious  the  problems  are  is  not 
known  at  this  time.  The  agency  is  con¬ 
cerned,  however,  that  significant' devia¬ 
tions  in  the  quality  and  integrity  of  re¬ 
ported  data  might  be  of  a  greater  magni¬ 
tude  and  scope  than  had  previously 
been  assiuned.  Ihe  following  are  the 
more  important  deficiencies  in  the  ani¬ 
mal  testing  procedures  that  have  been 
observed; 

1.  Experiments  were  poorly  conceived, 
carelessly  executed,  or  inaccurately 
anah^sed  or  reported.  For  example,  FDA 
foimd;  Original  autopsy  records  for  cer¬ 
tain  studies  were  either  unavailable  or 
were  apparently  transcribed  to  new 
records  several  years  sdter  the  autopsies; 
pathology  reports  submitted  to  the 
agency  were  inconsistent  with  the 
original  autopsy  records;  microscopic  ex¬ 
aminations  of  tissue  dides  were  con¬ 
ducted  by  more  than  one  pathologist, 
each  of  whom  came  to  different  con¬ 
clusions,  yet  only  the  conclusions  favor¬ 
able  to  the  drug  were  submitted  to  the 
agency;  in  one  long-term  toxicity  and 
carcinogenicity  study,  there  was  not  a 
complete  set  of  records  for  any  single 
animal  in  the  study,  despite  the  fact  that 
the  records  were  required  for  proper 
analysis  of  the  study  and  were  repre¬ 
sented  to  the  agency  to  exist;  and,  in 
the  same  long-term  toxicity .  and  car¬ 
cinogenicity  study,  the  protocol  required 
dally  physical  examination  the  ani¬ 
mals,  yet  the  agency  was  unable  to  find 
any  records  to  indicate  that  these  ex¬ 
aminations  were  carried  out. 

2.  Technical  persmmel  were  unaware 
of  the  importance  of  protocid  adherence, 
accurate  observations,  accurate  adminis¬ 
tration  of  the  test  substance,  and  ac¬ 


curate  recordke^ing  and  record  trans¬ 
cription.  Examples  of  these  deficiencies 
Include:  Certain  employees  of  a  firm 
were  unable  to  exidain  the  procedures 
used  to  record  data;  records  of  labora¬ 
tory  observations  were  neither  dated  nor 
signed;  employees  were  unable  to  ac- 
coimt  for  discrepancies  between  raw  data 
and  final  reports  stibmitted  to  the 
agency;  animals  were  observed .  and 
recorded  as  normal  for  a  variety  of  fac¬ 
tors,  including  appearance,  awareness, 
appetite,  and  thirst,  when  in  fact  the 
animals  were  dead;  and,  drugs  under 
study  were  administered  to  animals  in  a 
manner  that  made  it  impossible  to  deter¬ 
mine  how  much,  if  any,  oi  the  required 
dosage  was  actually  ingested  by  the 
animal. 

3.  Management  did  not  assime  critical 
review  of  data  or~  proper  supervisicm  of 
personnel.  For  example,  in  one  toxicity 
study  involving  rats,  gross  changes  of  tis¬ 
sue  began  to  appear,  yet  management 
was  not  made  aware  of  these  alarming 
changes  for  approximately  4  to  8 
months;  and,  in  another  study,  a  drug 
was  determined  to  be  a  tumorigen,  yet 
this  information  was  not  promptly  given 
to  the  agency. 

4.  Studies  were  Impaired  by  protocol 
designs  that  did  not  allow  the  evaluation 
of  aU  available  data.  In  one  situaticm. 
protocols  were  discovered  that  called  for 
lofddng  at  all  the  high-dose  and  control 
animals  for  tiunorigeniclty  while  the  pro¬ 
tocols  did  not  require  that  all  the  low- 
and  mid-dose  animcds  be  observed  a.s 
well. 

5.  Assurance  could  not  be  given  for  the 
scientific  qxialifications  and  adequate 
training  of  personnel  Involved  in  the  re¬ 
search  study.  At  one  firm,  the  reproduc¬ 
tion  and  teratology  studies  were  con¬ 
ducted  and  laboratory  personnel  were 
overseen  by  a  senior  scientist  who  did  not 
have  the  proper  qualifications  or  back¬ 
ground  to  be  conducting  and  supervising 
these  critical  studies.  In  another  case, 
necropsies  were  being  performed  by  peo¬ 
ple  without  the  proper  training,  as  wa.« 
recognized  by  a  senior  scientist  who  re¬ 
viewed  the  work. 

6.  There  was  a  disregard  for  the  need 
to  observe  pitH^er  laboratory,  animal 
care,  and  data  management  procedures 
Illustrations  of  these  deficiencies  are: 
Treatmept  and  control  animals  were  not 
properly  identified;  weighings  of  the  ani¬ 
mals  were  not  accurately  recorded;  ani¬ 
mals  were  fixed  in  tote  and  not  necropsied 
for  several  months;  one  study  was  dis¬ 
continued  because  a  disease,  imrelated  to 
the  drug  under  study,  killed  most  of  the 
animals  in  the  study,  yet  none  of  the  ani¬ 
mal  records  contained  any  observations 
of  symptoms  of  the  disease;  and  a  lab¬ 
oratory  was  sprayed  and  fogged  with 
pesticides  while  the  animals  were  present 
in  the  laboratory. 

7.  Sponsors  failed  to  monitor  ade¬ 
quately  the  studies  performed  in  whole 
or  in  part  by  contract  testing  laborato¬ 
ries.  For  example:  a  contract  laboratory 
failed  to  make  a  slide  of  lesions  for  hlsto- 
pathologicsd^  examination,  despite  the 
fact  that  this  was  called  for  in  the  proto- 
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col,  and  management  fidled  to  ade¬ 
quately  monitor  the  study;  in  one  study 
done  by  a  contract  laboratory,  althouidi 
the  management  had  serious  questions 
about  the  conduct  of  the  study,  they 
never  questioned  nor  exercised  any  con- , 
trol  over  the  operating  investigator;  in 
another  study  done  by  a  contract  labora¬ 
tory.  FDA  was  told  that  animal  tissues 
had  been  examined  histopathologlcally 
when  a  review  of  the  contract  labora¬ 
tory’s  original  records  indicate  that  these 
tissue  samples  were  never  even  collected; 
and,  in  another  study  done  by  a  contract 
laboratory  the  problem  of  antolysis  of  the 
animals  was  so  extensive  that  the  study 
should  have  been  considered  unaccepta¬ 
ble,  yet  the  final  study  report  made  no 
mention  of  this  fact. 

8.  Firms  failed  to  verify  the  accuracy 
and  completeness  of  scientific  data  in  re¬ 
ports  of  nonclinical  laboratory  studies  in 
a  systematic  manner  before  submission 
to  FDA.  Examples  of  such  failure  in¬ 
clude:  Significant  discrepancies  foimd 
between  gross  observations  on  pathology 
sheets  when  compared  with  the  individ¬ 
ual  pathology  summaries  submitted  to 
the  agency;  inconsistent  progress  reports 
of  the  same  study  submitted  to  FDA;  and 
one  firm  submitted  a  study  utilizing  the 
wrong  data  and  the  wrong  animal  iden¬ 
tification  numbers  which  were  easily  dis¬ 
covered  by  the  agency,  yet  management 
did  not  check  the  data  used. 

In  testimony  before  both  the  United 
States  Senate  Subcommittee  on  Health 
of  the  Committee  on  Labor  and  PuUle 
Welfare  and  United  States  Senate  Sub¬ 
committee  on  Administrative  Practice 
and  Procedure  of  the  Committee  on  the 
Judiciary  on  July  10,  1975,  January  20, 
1976,  April  8,  1976,  and  July  19,  1976,  the 
Commissioner  of  Food  and  Drugs  sxun- 
marlzed  the  problems  that  have  arisen 
regarding  the  integrity  of  data  submitted 
to  FDA  in  support  of  the  safety  of  regu¬ 
lated  products,  and  expressed  concern 
about  the  absence  of  industry-wide 
standards  for  conducting  animal  or  other 
test  system  studies  intended  to  be  sub¬ 
mitted  to  FDA.  Copies  of  this  testimony 
and  pertinent  underlying  information 
that  can  be  made  public  at  this  time  have 
been  put  on  display  in  the  office  of  the 
Hearing  Clerk,  Food  and  Drug  Adminis¬ 
tration. 

Responses  to  the  Problem 

As  a  consequence  of  the  Commission¬ 
er’s  testimony.  Congress  has  approved  a 
substantial  Increase  in  the  FDA  budget  of 
approximately  16.6  million  dollars  for  the 
fiscal  year  1977  with  the  directive  that 
FDA  utilize  the  resources  to  ensure  the 
quality  and  integrity  of  data  submitted 
to  the  agency  in  support  of  products 
regulated  by  FDA. 

In  anticipation  of  tl^s  action,  the 
Commissioner  has  established  a  “Biore¬ 
search  Monitoring  Program”  to  develop 
and  Implement  an  agency-wide  program 
for  dealing  with  the  full  range  of  smticl- 
pated  problems  in  all  aspects  of  preclin- 
ical  testing  and  clinical  research  relating 
to  FDA-regulated  products.  The  program 
is  managed  by  an  intra-agency  Steering 


Committee  headed  by  the  FDA  Associate 
Commissioner  for  Ccxnpliance  and  in¬ 
cludes  as  its  members:  All  Bureau  Di¬ 
rectors,  the  Executive  Director  of  Re- 
gicxial  Operations,  the  Director  of  the 
National  Center  for  Toxicological  Re¬ 
search,  the  Chief  Counsel,  the  Associate 
Commissioner  for  Administration,  the 
Associate  Commissioner  for  Medical  Af¬ 
fairs,  the  Associate  Commissioner  for 
Science,  and  the  Assistant  Commissioner 
for  Planning  and  Evaluation.  Elements  of 
the  Bioresearch  Monitoring  Program 
are  being  developed  by  several  task 
forces,  including  a  Toxicology  Labora¬ 
tory  Monitoring  Task  Force.  This  task 
force  was  assigned  the  responsibility  for 
developing  an  agency  strategy  to  ensure 
the  quality  and  integrity  of  the  nonclin¬ 
ical  laboratory  studies  that  support  the 
safety  of  FDA-regulated  products.  To 
meet  these  goals,  the  task  force  pro¬ 
posed  that  the  following  steps  be  taken: 

1.  Develop  good  laboratory  practice 
regulations,  analogous  to  existing  good 
manufacturing  practice  regulations, 
which  would  delineate  proper  procedures 
for  conducting  nonclinical  studies.  These 
regulations  would  Include  standards  for 
animal  facilities,  animal  care  practices, 
training  and  qualification  of  personnel, 
recording  and  handling  of  data,  adminis¬ 
tration  of  the  test  and  control  substance, 
maintenance  of  records,  and  reporting  of 
results. 

2.  Develop  an  agency-wide  compliance 
program  that  would  include  regular  In¬ 
spections  of  nonclinical  laboratories. 

3.  Establish  a  specific  course  for  train¬ 
ing  agency  investigators  in  evaluating 
testing  facilities  and  their  ccxnpllance 
with  good  laboratory  practice  regula¬ 
tions. 

4.  Identify  the  facilities  involved  in 
nonclinical  testing  of  regulated  products. 

During  this  same  period  of  time,  the 
Pharmaceutical  Manufacturers  Associa¬ 
tion  and  O.  D.  Searle  &  Co.  independent¬ 
ly,  and  without  request  from  the  agency, 
each  submitted  propostds  for  guidelines 
describing  good  laboratory  practice  for 
nonclinical  laboratory  studies  on  drugs. 
These  submissions  were  considered  by 
the  Toxicology  Laboratory  Monitoring 
Task  Force.  Copies  of  these  submissions, 
together  with  all  subsequent  correspond¬ 
ence,  have  been  placed  on  display  with 
the  Hearing  Clerk,  Food  and  Drug 
Administration. 

Alternative  Proposals 

After  an  analysis  of  the  recommenda¬ 
tions  of  the  Toxicology  Laboratory  Moni¬ 
toring  Task  Force  and  the  experiences  of 
FDA  summarized  previously,  the  Com¬ 
missioner  has  considered  a  variety  of 
alternative  approaches  to  promote  the 
quality  and  Integrity  of  nonclinical  data 
sulMnitted  to  FDA  in  support  of  regulated 
products. 

Existing  procedures  lead  to  laboratory 
Inspections  by  the  agency  <mly  after  the 
data  have  been  submitted  and  reviewed, 
and  then  only  if  the  data  are  critical  to 
making  a  regulatory  decision  and  if  cer¬ 
tain  aspects  of  the  data  cause  the  agency 
to  suspect  that  the  findings  are  not  accu¬ 
rate  or  valid.  This  siL^lclon  triggers  a 


“for  cause”  inspection  of  the  laboratory 
to  determine  the  causes  of  the  perceived 
experimental  deficiencies.  The  results  of 
the  inspection  then  determine  the  tsrpes 
of  agency  actions  that  are  taken,  e.g., 
agency  refusal  to  accept  the  data  in  sup¬ 
port  of  a  product  approval  or  withdrawal 
of  approval  of  a  mai^eted  product.  This 
procedure  is  no  Irniger  sufficient.  The 
agency  must  have  a  syst^atic  method 
for  achieving  the  objective  of  accurate 
and  valid  studies  on  which  to  make  regu¬ 
latory  decisions.  Consumer  protection 
mandates  an  efficient  and  effective  regu¬ 
latory  scheme  to  attain  the  highest  qual¬ 
ity  of  research. 

The  regulated  industry  is  entitled  to 
know  the  expected  standards  of  perform¬ 
ance.  the  criteria  and  procedure  to  be 
used  to  evaluate  this  performance  and 
the  sanctions  that  may  be  imposed  for 
inadequate  performance. 

One  of  the  alternative  approaches  con¬ 
sidered  by  the  Commissioner  would  shift 
all  or  part  of  the  burden  for  nonclinical 
laboratory  testing  frwn  product  sponsors 
to  the  agency  and  would  require  FDA 
to  test  every  regulated  product  that  is 
proposed  for  ^proval.  This  approach 
would  entail  an  enormous  expenditure  of 
agency  resources  because  of  the  spectrum 
of  regulated  products,  the  diversity  of  the 
kinds  of  data  needed,  and  the  number  of 
products  submitted  to  the  agency  for  ap¬ 
proval;  furthermore,  it  would  necessitate 
congressional  authorization.  At  the  pres¬ 
ent  time,  the  Federal  Food,  Drug,  and 
Cosmetic  Act  and  the  Public  Health 
Service  Act  impose  the  responsibility  and 
burden  for  establishing  the  safety,  and 
often  the  effectiveness  or  functionally,  of 
a  product  on  the  persons  who  intend  to 
market  and  promote  the  use  of  the  prod¬ 
uct. 

The  Commissioner  also  considered 
having  the  agency  prescribe,  by  regula¬ 
tion,  rigid  test  protocols,  standard  and 
nonroutine  laboratory  operating  proce¬ 
dures,  and  methods  for  study  implemen¬ 
tation  and  conduct.  By  this  approach, 
the  agency  would  be  assured  of  the  uni¬ 
formity  of  testing  being  performed  but 
not  necessarily  of  the  quality  of  the 
studies  or  their  appropriateness  in  all  in¬ 
stances.  Use  of  informed  scientific  judg¬ 
ment  would  be  limited  and  innovation  in 
test  protocols  and  procedures  might  be 
stifled.  A  further  disadvantage  of  this 
approach  is  that  it  could  not  readily  en¬ 
compass  the  full  range  of  imique  prob¬ 
lems  encountered  in  the  testing  of  all 
agency  regulated  products. 

Licensing  of  testing  facilities  was  also 
considered,  as  a  means  for  ensuring  the 
quality  and  integrity  of  nonclinical  data. 
This  approach  would  require  the  estab¬ 
lishment  of  standards  for  licensing  as 
well  as  licensing  procedure,  i.e.,  approval 
of  a  license  application  by  the  agency, 
possibly  with  an  Inspection  and  the  is¬ 
suance  of  a  license  before  studies  could 
commence.  It  has  bron  the  experience  of 
the  agency  that  licking  procedures  are 
effective  for  those  tjres  of  testing  labora¬ 
tories  where  strict  controls  are  necessary 
and  where  uniform  procedures  are  fol¬ 
lowed,  However,  as  a  resiilt  of  the  diver¬ 
sity  in  size  and  nature  of  nonclinical 
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toting  facilities,  licensing  procedures 
woiild  be  expected  to  be  time  consuming 
and  not  cost  effective.  FVnr  these  reasons, 
the  Commissioner  believes  that  prooe- 
diires  more  efficient  than  licensing  could 
be  designed  to  achieve  ag^cy  objectives. 

The  Coounissloner  has  also  rejected  an 
alternative  that  would  require  full-time 
on-site  monitoring  of  n(»icllnical  testing 
facilities  by  the  agency,  in  a  manner 
analogous  to  meat  processing  inspections 
by  the  Department  of  Agriculture.  The 
diversity  and  distribution  of  nonclinical 
laboratory  studies  among  testing  facili¬ 
ties  would  cause  difficulties  in  assignment 
and  efficient  utilization  of  highly  trained 
FDA  inspectional  personnel.  More  im¬ 
portantly,  the  high  cost  of  such  a  pro¬ 
gram  would  vastly  outweigh  any  con¬ 
ceivable  benefits  to  PDA,  the  testing  fa¬ 
cility,  and  the  public. 

Finally,  the  Commissioner  has  rejected 
the  concept  of  volimtary  standard  set¬ 
ting  by  the  use  of  industry-wide  guide¬ 
lines  promulgated  by  the  industry,  a 
scientific  society,  or  the  agency.  Althoi^h 
guidelines  can  te  effective  in  improving 
Industry  practices,  they  cannot  be  law¬ 
fully  enforced.  The  seriousn&s.s  of  the 
problems  recently  uncovered  by  the 
agency  demands  ^e  use  of  an  approach 
that  will  directly  and  promptly  achieve 
cixnpllance  by  all  affected  testing  facili¬ 
ties.  Ihe  Commissioner  believes  this 
cannot  be  achieved  by  voluntary  guide¬ 
lines.  regardless  of  their  scientific  merit. 

The  good  laboratory  practice  approach 
prtHXised  by  the  Commissioner: 

1.  Is  process-oriented  rather  than 
product-  or  person-oriented.  Quality  data 
accrue  as  a  result  of  in-oper  utilization  of 
and  control  over  the  facilities,  person¬ 
nel,  and  procedures  involved  in  the  study. 
These  factors  are  siisceptible  to  inspec¬ 
tion,  evaluation  and,  if  necessary,  cor¬ 
rection  ^thout  regard  to  either  the  im- 
pmimice  of  a  particular  study  to  a  regu¬ 
latory  decision  or  whether  the  study  is 
ongoing  or  completed.  Thus,  periodic  in¬ 
spection  of  the  laboratory  processes  by 
PDA  can  provide  significant  impact  on 
the  quality  and  integrity  of  the  data 
generated  by  these  processes. 

2.  Does  not  interfere  with  needed  flexi¬ 
bility  of  laboratory  <H?eration.  nor  does  it 
stifle  the  use  of  informed  scientific  judg¬ 
ment.  It  does  not,  for  example,  freeze  pro- 
toc<4  design  nor  preclude  technological 
advances.  The  good  lalxMutory  practice 
approach  provides  an  objective  standard 
of  laboratory  performance  which  can  be 
uniformly  and  equitably  applied  to  every 
testing  facility,  regardless  of  factors  such 
as  the  type  of  products  studied  and  the 
purposes  of  the  studies. 

3.  Provides  for  the  design  and  imple¬ 
mentation  of  an  effective  compliance  pro¬ 
gram  that  will  permit  the  general  up¬ 
grading  of  testing  facilities  and  the  sub¬ 
mission' (rf  hisdi  quality  studies  with  an 
optimum  allocation  of  resources  and  a 
minimum  of  regulatory  and  bureau¬ 
cratic  controls. 

4.  Is  similar  to  other  regulatory  pro¬ 
grams  undertaken  by  the  agency,  and  will 
use  to  the  fullest  possible  ext^t  prior 
experiences,  existing  procedures  and  <»*- 
ganlzatVmal  structures,  and  tested  regu¬ 


latory  mechanisms.  Thus  the  approach 
Is  a  practical  one  for  the  agency . 

5.  Is  within  the  legal  mandates  and 
resoxirces  of  IDA. 

6.  Parana  concluslmis  reached  by 
members  of  the  regulated  industry  re¬ 
garding  ways  to  improve  nonclinical  la¬ 
boratory  operations. 

The  disadvantages  of  the  existing  and 
alternative  approaches  and  the  advan¬ 
tages  of  the  good  laboratory  practice  ap¬ 
proach  have  led  the  Commissioner  to 
agree  with  the  recommendations  of  the 
Toxicology  Laboratory  Monitoring  Task 
Force  to  promote  the  quality  and  inte¬ 
grity  of  the  nonclinical  laboratory  studies 
that  are  submitted  to  FDA  in  support 
of  regulated  products. 

At  the  same  time,  however,  the  Com¬ 
missioner  sees  value  in  maintaining  the 
ongoing  program  of  “for  cause”-4nspec- 
tions  in  those  cases  where  review  of  sub¬ 
mitted  data  justifies  such  an  approach. 

The  Commissioner  proposes  to  estab¬ 
lish  a  new  Part  3e  in  Title  21  of  the  Code 
of  Federal  Regulations  to  address  vari¬ 
ous  aspects  of  bioresearch  monitoring. 
This  proposed  new  part  is  being  desig¬ 
nated  Part  3e  imder  Subchapter  A — Gen¬ 
eral  until  recodification  of  all  of  Sub- 
chapters  A  and  B  is  completed.  When  this 
proposal  becomes  a  final  regulation,  it 
will  be  redesignated  and  placed  in  the 
recodified  scheme  of  Subchapter  A.  This 
proposal  lists  definitions  applicable  to 
the  part,  presents  the  good  laboratory 
practice  regulations,  and  establishes  pro¬ 
cedures  for  the  disqualification  of  test¬ 
ing  facilities.  Additionally,  this  proposal 
contains  specific  amendments  needed  for 
conformance  to  existing  regulations. 

The  Commissioner  wishes  to  emphasize 
that  the  purpose  of  the  proposed  good 
laboratory  practice  regulations  is  to  en¬ 
sure,  as  far  as  possible,  the  quality  and 
integrity  of  nonclinical  laboratory  data 
submitted  to  FDA  in  support  of  products 
regulated  for  protection  of  the  public 
health  under  the  Federal  Food,  Drug,  and 
Cosmetic  Act  and  the  Public  Health 
Service  Act.  Tlte  proposed  regulations 
would  be  applied  only  to  the  conduct  of 
certain  laboratory  studies  which  are  in¬ 
tended  for  submission  to  FDA.  Specificali 
ly  excluded  would  be,  for  instance,  basic 
research  on  the  causes  of  a  disease  or 
medical  condition,  experiments  conduct¬ 
ed  as  part  of  a  regulatory  activity  (e.g., 
studies  to  determine  whether  a  drug 
product  conforms  to  applicable  compen¬ 
dial  and  license  standards) ,  studies  to  de- 
terndne  physical  characteristics  of  a  test 
substance  independent  of  any  test  sys¬ 
tem  (e.g.,  to  determine  the  stability  of 
a  chemical  or  the  tensile  strength  of  a 
plastic),  clinical  or  field  trials  utilizing 
humans  or  animals,  and  basic  research 
studies  submitted  to  FDA  that  are  de¬ 
signed  to  elucidate  the  pharmacolc^ical 
activity  of  drugs  iidended  for  human  use. 
It  is  quite  probable  that  the  good  labora¬ 
tory  practice  regulations  may  be  utilized 
by  other  Federal  regulatory  agencies  as 
standards  for  determinbig  the  accept¬ 
ability  of  nimcllnlcal  laboratory  studies 
in  support  of  products  regulated  by  those 
agencies,  and  even  by  Federal  agencies 


which  support  nonclinical  laboratory 
studies  by  grant  or  contract  as  standards 
for  the  acceptability  of  grant  applicants 
and  contract  bidders.  The  proposed  good 
laboratory  practice  regulations  reflect 
tiie  current  best  efforts  of  FDA  to  develop 
a  practical,  feasible  and  effective  regula¬ 
tory  program,  using  information  about 
problems  in  the  performance  of  nonclin¬ 
ical  laboratory  studies  now  known  to  the 
agency. 

The  agency  wishes  to  obtain  addi¬ 
tional  information  about  the  current 
status  and  laboratory  practices  of  non- 
clinical  testing  facilities.  The  agency  is 
also  Interested  in  evaluating  the  good 
laboratory  practice  regulations  proposed 
below  and  in  identifying  any  unantici¬ 
pated  difficulties  in  implementing-  an 
agency-wide  monitoring  and  compli- 
rmce  program  for  testing  facilities. 
Therefore,  during  the  months  of  Novem¬ 
ber  and  December  1976  and  January 
1977,  the  agency  will  conduct  surveil¬ 
lance  inspections  of  a  substantial  num¬ 
ber  of  previously  uninspected  testing  fa¬ 
cilities.  During  these  inspections,  FDA 
inspection  teams  will  ev^uate  current 
practice  in  li^t  of  the  proposed  regula¬ 
tions,  recognizing  that  the  proposed 
regulations  may  undergo  changes  l^fore 
their  publication  in  final  form. 

Regulatory  action  will  not  be  initiated 
against  any  testing  facility  or  study 
solely  on  the  groimds  of  deviations  from 
the  proposed  good  laboratory  practice 
regulations.  However,  the  agenoy  may 
well  conduct  a  followup  audit  of  studies 
that  it  believes  may  have  been  com¬ 
promised  as  a  result  of  conditions  or 
practices  found  at  a  testing  facility.  The 
agency  could  Initiate  regulatory  action 
against  approved  products  as  a  result  of 
deficiencies  discovered  in  such  an  au'dit. 
Should  the  agency  discover  evidence  of 
withholding  of  Information  required  to 
be  submitted  to  FDA,  or  misrepresenta¬ 
tion  of  data  actually  submitted,  the 
Commissioner  will  seriously  consider  rec¬ 
ommending  criminal  enforcement  pro¬ 
ceedings. 

The  agency  will  consider  the  experi¬ 
ence  gained  from,  and  the  findings  made 
during,  these  surveillance  inspections  in 
preparing  the  final  good  laboratory 
practice  regulations.  This  pilot  phase  of 
the  program  may  be  extended  for  an 
additional  period  of  time  if  it  becomes 
necessary  to  collect  more  information. 

The  Commissioner  urges  testing  fa¬ 
cilities  and  other  interested  components 
of  the  industry,  as  well  as  the  public 
generally,  to  study  this  proposal  care- 
fidly  and  to  consider  whether  the  spe¬ 
cific  requirements  proposed,  as  well  as 
the  general  approach  selected,  will 
achieve  the  objectives  of  the  agency  and 
the  public.  A  wide  spectrum  of  views  is 
sought,  and  all  interested  persons  are 
encouraged  to  file  cmnments  on  each 
aspect  encompassed  by  this  propo^, 
making  specific  suggestions,  whenever 
possible,  for  improving  the  proposed  reg¬ 
ulations  or  providing  an  alti^ate  ap- 
profMih.  The  Commissioner  wtU  consider 
quite  carefully  the  lnformati<m  provided 
in  comments  frcun  the  puhtte  and  In¬ 
dustry,  as  well  as  in  the  public  hearing 
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on  this  proix>sal  to  be  held  in  early  1977, 
before  any  final  good  laboratory  prac¬ 
tice  regulations  will  be  promulgated. 

Scope 

This  proposal  sets  forth  definitions  and 
standards  for  the  following:  organiza¬ 
tion  and  personnel,  buildings  and  facili¬ 
ties,  equipment,  testing  facility  opera¬ 
tions,  quality  assurance,  protocols,  study 
implementation  and  conduct,  recording 
and  handling  of  data,  records  and  re¬ 
ports.  The  proposal  also  describes  the 
administrative  sanctions  that  may  be 
imposed,  as  well  as  the  procedures  in¬ 
volved,  in  the  event  of  noncompliance. 
These  proposed  regulations  would  be  ap¬ 
plicable  to  any  prospective  nonclinical 
laboratory  study  conducted  to  obtain 
data  for  submission  to  FDA  in  support 
of  a  product  regulated  under  the  Feder¬ 
al  Food,  Drug,  and  Cosmetic  Act  and  the 
Public  Health  Service  Act.  As  discussed 
above,  basic  research,  preliminary  ex¬ 
ploratory  studies,  studies  relating  to  reg¬ 
ulatory  compliance  activities,  studies  to 
determine  physical  or  chemical  char¬ 
acteristics  of  a  test  substance  independ¬ 
ent  of  any  test  system,  and  clinical  or 
field  trials  involving  humans  or  animals 
are  not  included. 

The  Commissioner  is  aware  that,  as 
drafted,  the  regulations  would  apply  to 
many  types  of  testing  facilities,  that  is, 
to  any  laboratory  performing  a  “non¬ 
clinical  laboratory  study,”  which  is 
broadly  defined  to  include  experiments 
to  evaluate  the  safety  of  an  article  reg¬ 
ulated  by  FDA,  or  to  evaluate  the  func¬ 
tionality  and/or  effectiveness  of  such  an 
article  when  inadequate  functionality 
or  effectiveness  may  result  in  a  safety 
hazard.  The  Commissioner  recognizes 
that  this  approach  may  encompass  with¬ 
in  the  scope  of  the  regulations  certain 
types  of  toting  facilities  and/or  certain 
categories  of  studies  that  should  not  be 
Included. 

These  regulations  are  intended  to  en¬ 
sure,  as  far  as  possible,  the  quality  and 
Integrity  of  test  data  that  are  submitted 
to  PDA  and  become  the  basis  for  regu¬ 
latory  decisions  made  by  the  agency. 
These  regulations  are  not  intended  to 
inhibit  scientific  study  or  burden  labora¬ 
tories  with  unnecessary  and  inappro¬ 
priate  requirements.  Because  FDA  has 
not  previously  imdertaken  a  survey  of 
the  t3T)es  of  laboratories  performing 
studies  to  be  submitted  to  FDA,  or  a 
comprehensive  review  of  the  varieties  of 
studies  being  submitted,  the  Commis¬ 
sioner  lacks  the  complete  Information 
essential  to  making  any  final  determina¬ 
tion  as  to  which  laboratories  and/or 
studies  should  be  subject  to  the  regula¬ 
tions,  and  which  should  not.  He  specifi¬ 
cally  solicits  comments  addressed  to  this 
point. 

To  aid  interested  persons,  the  Com¬ 
missioner  notes  that  these  regulations 
are  a  product  of  agency  experience  in 
reviewing  long-term  toxicology  studies  in 
animals,  e.g.,  teratogenicity,  mutagenic¬ 
ity,  and  carcinogenicity  studies;  these 
experiences,  discussed  above,  clearly  in¬ 
dicate  the  need  for  regulations  for  lab¬ 
oratories  conducting  such  studies.  Oth¬ 


er  laboratories  c<mduct  studies.  thn.«^ 
while  Important  to  FDA  dAolglnnmnlringr^ 
are  not  pivotal  because  subsequent  stud¬ 
ies  ordinary  supersede  them  (e.g.,  early 
pharmacological  screofing  studies)  or 
are  not  included  in  the  toxicology  test¬ 
ing  monitoring  program  because  they 
are  subject  to  other  monitoring  pro¬ 
grams,  e.g..  studies  utilizing  human  sub¬ 
jects  and  clinical  or  field  trials  in  ani¬ 
mals,  and  studies  to  determine  physical 
or  chemical  characteristics  of  a  regu¬ 
lated  article.  The  Commissioner  believes 
that  the  proposed  regulations  are  prob¬ 
ably  inappropriate  to  laboratories  con¬ 
ducting  such  studies,  and  unnecessary  to 
assure  the  quality  and  integrity  of  the 
data,  given  other  FDA  monitoring  and 
review  activities. 

Between  these  groups,  there  exists,  at 
least  in  theory,  a  spectnim  of  studies  and 
laboratories  doing  work  similar  to  either 
long-term  toxicology  studies  or  to  basic 
research  or  research  subject  to  other 
FDA  review.  It  would  be  valuable  for 
FDA  to  receive  comments  addressing  (1) 
the  types  of  studies  conducted  that  do 
not  fall  in  either  category,  and  whether 
they  are  sufficiently  similar  to  the  types 
of  long-term  safety  studies  on  which  the 
regulations  were  based  to  make  their  in¬ 
clusion  within  the  scope  of  the  regula¬ 
tions  appropriate;  (2)  whether  exemp¬ 
tions  from,  or  modifications  of.  certain  of 
the  specific  requirements  proix>sed  in 
this  notice  would  make  inclusion  of  other 
types  of  studies  appropriate,  e.g.,  waiver 
of  protocol  and  quality  assurance  unit 
requirements  with  retention  of  animal 
care  and  recordkeeping  reqiiirements; 
and  (3)  whether  individual  testing  facil¬ 
ities  tend  to  specialize  in  certain  types 
of  studies  (e.g.,  commercial  laboratories 
and  long-term,  toxicology  testing,  and 
university  laboratories  and  basic  re¬ 
search  studies) ,  which  might  permit 
FDA  to  define  Uie  scope  of  the  regula¬ 
tions  by  type  of  facility  rather  than,  as 
propos^,  by  tsrpe  of  study  performed. 
In  addition,  the  Cmnmissioner  rec<xn- 
mends  that  persons  commenting  on 
specific  details  of  this  proposal  distin¬ 
guish,  when  appropriate,  between  the  ad¬ 
visability  of  the  proposal  when  applied 
to  e.g.,  commercial  laboratories  perform¬ 
ing  long-term  toxicology  studies,  and 
its  advisability  when  appli^  to,  e.g., 
nonprofit  laboratories  in  imiverslty  set¬ 
tings. 

Definitions 

Section  3e.3  contains  proposed  defini¬ 
tions  of  all  of  the  special  terms  used  in 
Part  3e.  Many  of  the  proposed  definitions 
pertain  to  technical  terms  that  can  be 
variably  or  imprecisely  interpreted  by 
persons  affected  by 'the  proposed  regula¬ 
tions.  These  terms  are  defined  to  provide 
a  common  basis  of  understanding  for  the 
agency,  the  regulated  industry,  and  the 
gener^  public.  In  addition,  other  defini¬ 
tions  have  been  proposed  for  maintain¬ 
ing  consistency  with  definitions  used  In 
other  FDA  regulations  and  for  more  pre¬ 
cisely  describing  the  extent  and  applica¬ 
bility  of  the  proposed  regulations. 

In  proposed  §  3e.3(a),  the  term  “act” 
is  limited  to  the  Federal  Food,  Drug,  and 
Cosmetic  Act,  as  amended.  Other  stat¬ 


utes  when  used  will  be  mentioned  by 
xianie.  e.g.,  the  Public  Health  Service  Act. 

In  i  3e.3  (b)  and  (c) ,  the  Commis¬ 
sioner  proposes  to  define  the  terms  “test 
substance”  and  “control  substance.”  Thq 
first  includes  any  food  additive,  color  ad¬ 
ditive,  botanical  material,  drug,  biologi¬ 
cal  product,  radiation-emitting  product, 
medlcsd  device,  or  other  article  regulated 
by  FDA,  and  would  include  such  articles 
even  before  formal  regulation  has  begim, 
e.g.,  a  chemical  that  is  being  tested  for 
possible  use  as  a  food  additive  and  that  is 
subsequently  included  in  a  food  additive 
petition.  The  term  “control  substance” 
is  defined  to  refer  to  materials  admin¬ 
istered  to  the  test  syston  to  establish 
a  basis  for  comparison  with  the  test 
substance. 

In  proposed  S  3e.3(d).  in  term  “non¬ 
clinical  laboratory  study”  is  defined  as 
any  in  vivo  or  in  vitro  experiment  in 
which  a  test  substance  is  studied  pros¬ 
pectively  in  a  test  system  under  labora- 
t(E7  conditions  to  determine  its  safety. 
The  term  also  includes  those  experiments 
intended  to  assess  the  functionality  and/ 
or  effectiveness  of  a  test  substance  where 
inadequate  functionality  or  effective¬ 
ness  of  the  test  substance  may  result  in  a 
safety  or  health  hazard.  The  term  does 
not  include  research  studies  utilizing 
human  subjects  or  clinical  studies  or  field 
trials  in  animals.  Further,  the  term  does 
not  apply  to  basic  exploratory  studies 
carried  out  to  determine  whether  a  test 
substance  has  any  potential  utility.  The 
broad  definition  of  “nonclinical  labora¬ 
tory  study”  is  Intended  to  include  studies 
submitted  to  FDA  to  support  an  applica¬ 
tion  for  permission  to  market  a  product, 
but  which  need  not  be  conducted  under  a 
“Notice  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Drug”  (IND)  under 
section  505 (i)  or  507(d)  of  the  act,  the 
“Notice  of  Claimed  Investigational  Ex¬ 
emption  for  a  New  Animal  Drug  (INAD) 
under  section  512  (j)  of  the  act.  or  the 
“Application  for  Invest^ational  Device 
Exemption”  (IDE)  under  section  520(g) 
of  the  act. 

A  unique  concept  required  by  the  de¬ 
cision  to  make  these  proposed  regulations 
agency-wide  in  scope  is  the  term  “aiH>li- 
cation  for  research  or  marketing  permit” 
in  §  3e.3(e).  This  definition  includes  all 
of  the  various  requirements  for  sulxnis-' 
Sion  of  scientific  data  and  information  to 
the  agency  under  its  regulatory  Jurisdic¬ 
tion.  even  though  in  certain  cases  no 
permission  is  tetffinically  required  from 
FDA  for  the  eohduct  of  a  proposed  ac¬ 
tivity  with  a  particular  product,  i.e.,  car¬ 
rying  out  research  or  continuing  market¬ 
ing  of  a  product.  The  term  is  intended 
solely  as  a  shorthand  way  of  referring 
to  at  least  23  separate  categories  of  data 
and  information  that  are  now.  or  in  the 
near  future  will  become,  subject  to  re¬ 
quirements  for  submission  to  the  agency. 
These  include: 

(DA  color  additive  petition,  (2)  a  food 
additive  petition,  (3)  data  and  infor¬ 
mation  regarding  a  substance  submitted 
as  part  of  the  procedures  for  establish¬ 
ing  that  a  substance  is  generally  recog¬ 
nized  as  safe  for  use  that  may  reascmably 
be  expected  to  result,  dlrrotly  or  tn-^ 
directly,  in  its  becoming  a  component  or 
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otherwise  affect  the  characteristics  ot 
any  food,  described  In  S  121,3  (21  CFR 
121.3) ,  (4)  data  and  information  regard¬ 
ing  a  food  additive  sutoiltted  as  part  of 
the  procedures  regarding  food  additives 
permitted  to  be  tised  on  an  interim  basis 
pending  additional  study,  described  in 
S  121.4000  (21  CFR  121.4000),  (5)  an 
IND,  (6)  a  new  drug  application  (NDA), 
(7)  data  and  Information  for  classifying 
an  over-the-cotmter  drug  (OTC)  as  gen¬ 
erally  recognized  as  safe,  effective,  and 
not  misbranded  as  part  of  the  OTC  re¬ 
view,  (8)  data  and  information  regarding 
a  prescription  drug  for  human  use  to  be 
submitted  as  part  of  procedures  similar 
to  that  in  the  OTC  review  for  classifica¬ 
tion  as  generally  recc^ized  as  safe,  ef¬ 
fective,  and  not  misbranded,  (9)  data 
and  information  regarding  an  antibiotic 
drug  submitted  as  part  of  the  procedures 
for  issuing,  amending,  or  repealing  anti¬ 
biotic  drug  regulations,  (10)  an  INAD, 
(11)  a  new  animal  drug  ai^lication 
(NADA),  (12)  data  and  Information  re¬ 
garding  a  drug  for  veterinary  use  submit¬ 
ted  as  part  of  procedures  similar  to  that 
In  the  OTC  review  for  classifying  such 
drugs  as  generally  recognized  as  safe,  ef¬ 
fective,  and  not  misbranded,  (13)  an  im¬ 
plication  for  biological  product  license, 
(14)  data  and  information  regarding  a 
biological  product  submitted  as  part  of 
the  procedures  tor  determining  that  li¬ 
censed  products  are  safe,  effective  and 
not  misbranded,  under  Part  601  (21  CTFR 
Part  601),  (15)  data  and  information  re¬ 
garding  an  in  vitro  diagnostic  product 
sulxnitted  as  part  of  the  procedures  for 
establishing,  amending,  or  repealing 
standards  for  such  products,  (16)  an 
IDE,  (17)  an  application  for.  premarket 
approval  of  a  medical  device,  (18)  a  prod¬ 
uct  development  protocol  for  a  m^ical 
device.  (19)  data  and  infornxation  re¬ 
garding  a  medical  device  submitted  as 
part  of  the  procedures  for  classifying 
such  devices,  (20)  data  and  information 
regarding  a  medical  device  submitted  as 
part  of  the  procedures  for  establishing 
amending,  or  repealing  a  standards  for 
such  devices,  (21)  data  and  information 
regarding  a  radiation-emitting  product 
submitted  as  part  of  the  procedures  for 
establishing,  amending,  or  repealing  a 
standard  for  such  products,  as  de¬ 
scribed  in  section  358  of  the  Public 
Health  Service  Act,  (22)  data  and  in¬ 
formation  regarding  a  radiation- 
emitting  product  submitted  as  part 
of  the  procedures  for  obtaining  a  vari¬ 
ance  from  any  electronic  product  per¬ 
formance  standard,  as  described  in 
§  1010.4  (21  CFR  1010.4),  and  (23)  data 
and  information  regarding  a  radiation - 
emitting  product  submitted  as  part  of 
the  procedures  for  granting,  amending, 
or  extending  an  exemption  from  radia¬ 
tion  safety  performance  standards,  as  de¬ 
scribed  in  §  1010.5  (21  CFR  1010.5) . 

Definitions  are  proposed  in  1 3e.3  (f ) , 
(g),  and  (h)  to  describe  regulated  fa¬ 
cilities  and  operations.  The  term  ‘^spon- 
sor”  in  paragraph  (f )  applies  both  to  the 
person  who  initiates  and  supports,  finan¬ 
cially  or  otherwise,  a  nonclinical  labo¬ 
ratory  study,  and  to  the  person  who 
submits  such  a  study  to  the  agency  in 


support  of  an  application  for  a  research 
or  marketing  permit.  The  term  “testing 
facility”  as  defined  in  paragraph  (g) 
means  a  person  who  actually  performs 
the  nonclinical  laboratory  study.  It 
would  Include  those  facilities  required 
to  register  under  section  510  of  the  act, 
provided  that  these  establishments  con¬ 
duct  nonclinical  laboratory  studies,  as 
well  as  any  consulting  laboratory  de¬ 
scribed  in  section  704  of  the  act.  If  a 
person  both  initiates  and  carries  out  a 
study  (e.g..  a  pharmaceutical  manufac- 
tm%r  with  an  in-house  animal  toxicology 
operation),  he  is  considered  to  be  both 
a  “sponsor”  and  a  “testing  facility”  for 
purposes  of  the  good  laboratory  prac¬ 
tice  regulations.  The  term  “person”  in 
paragraph  (h)  Includes  an  individual, 
partnership,  corporation,  association, 
scientific  or  academic  establishment, 
government  agency  or  organizational 
unit  thereof,  and  any  other  legal  entity. 

The  term  “test  system”  as  proposed 
in  §3e.3(l)  refers  to  any  biological, 
chemical  or  physical  system  as  well  as 
its  component  parts  with  or  in  which 
test  or  control  substances  are  studied 
or  analyzed.  Also  Included  in  the  defini¬ 
tion  are  groups  or  components  of  the 
system  not  treated  with  the  test  or  con¬ 
trol  substances. 

In  S  3e.3(k)  the  term  “raw  data” 
means  any  laboratory  worksheets,  rec¬ 
ords,  memoranda,  notes,  or  certified 
copies  thereof  that  are  the  result  ot 
original  observations  and  activities  of 
a  nonclinical  laboratory  study  and  are 
necessary  for  the  reconstruction  and 
evaluation  of  the  report  of  that  study. 
“Raw  data”  may  include  photographs, 
microfilm  or  microfiche  copies,  compu¬ 
ter  printouts  (derived  from  on-line  date 
recording  systems),  magnetic  media  in-, 
eluding  dictated  observations,  and  re¬ 
corded  data  from  automated  instru¬ 
ments. 

Paragraphs  (1)  and  (m)  of  §  3e.3  pro¬ 
vide  definitions  for  the  “quality  assur¬ 
ance  unit”  and  the  “study  director,”  re¬ 
spectively,  encompassing  the  concept 
that  quality  assurance  and  study  direc¬ 
tion  responsibilities  are  to  be  vested  in 
different  individuals  within  a  testing  fa¬ 
cility.  Thus,  either  a  portion  or^all  of 
an  individual’s  time  may  be  expended 
in  qxiality  assurance  activities,  or  the 
quality  assurance  unit  may  be  a  grow 
of  individuals  operating  within  a  dis¬ 
tinct  facility.  The  terms  do  not  permit 
a  single  individual  to  perform  quality 
assurance  and  study  direction  for  the 
same  nonclinical  laboratory  study. 

Organization  and  Personnel 

Many  of  the  problems  that  arise  in  the 
conduct  of  nonclinical  laboratory  studies 
can  be  directly  or  indirectly  attributed  to 
personnel  that  are  unqualified,  insuffi¬ 
cient  in  number,  or  improperly  super¬ 
vised.  For  example,  recent  FDA  investiga- 
tl<ms  revealed  that  some  necropsies  and 
recording  of  observations  were  being  per¬ 
formed  by  inadequately  trained  person¬ 
nel.  Further,  the  observations  were 
altered  before  submission  to  FDA  by  a 
professional  persmi  who  was  not  present 
during  the  necropsies.  To  assure  that 


nonclinical  laboratory  studies  are  valid, 
personnel  must  be  qualified  by  education, 
training,  and/or  experience  to  follow 
directions  and  perform  test  procedures 
properly. 

Proposed  { 3e.29  provides  that  each 
person  engaged  in  or  responsible  for 
supervising  the  conduct  of  a  nonclinical 
laboratory  sttidy  have  the  education, 
training,  and  experience,  or  combination 
thereof,  to  perform  the  assigned  func¬ 
tions.  Although  not  required  by  the  pro¬ 
posed  regulations,  it  is  recommended 
that  each  employee  be  knowledgeable  In 
the  good  laboratory  practice  r^rulations 
as  they  relate  to  the  employee’s  function. 
Training  in  good  laboratory  practice  and 
specific  laboratory  procedures  should  be 
provided  on  a  periodic  basis  by  well-qual¬ 
ified  individuals. 

To  enable  FDA  to  determine  the  ade¬ 
quacy  and  competency  of  personnel,  pro¬ 
posed  !  3e.29(b)  requires  the  testing  fa¬ 
cility  to  maintain  a  curriculum  vitae  and 
Job  description  for  each  person  engaged 
in  or  responsible  for  supervising  the  con¬ 
duct  of  a  nonclinical  laboratory  study. 

An  adequate  number  of  personnel  min¬ 
imizes  the  loss  of  date  resulting  frmn 
haste  or  inability  to  perform  a  procedure 
within  an  appropriate  time  frame.  A  re¬ 
cent  FDA  investigation  revealed  that  the 
microscopic  examination  of  tissues  was 
delayed  several  months  because  of  an 
insufficient  number  of  qualified  person¬ 
nel;  when  finally  studied,  a  serious  and 
unexpectedly  high  Incidence  of  tumors 
was  discovered.  Under  prwosed  S  3e.29 
(c) ,  a  sufficient  number  of  personnel  Is 
to  be  available  to  ensure  timely  and 
proper  performance  of  activities  specified 
by  the  protocol. 

In  addition,  proposed  §  3e.29  (d) ,  (e) , 
and  (f)  require  personnel  to  practice 
good  sanitation  and  health  habits,  wear 
clothing  appropriate  for  the  duties  they 
perform,  and  change  such  clothing  as 
often  as  neoessary.  Adequate  sanitation 
and  health  practices  on  the  part  of  per¬ 
sonnel  can  prevent  the  transmission  of 
diseases  or  parasitic  Infestation  from 
humans  to  the  test  systems. 

Study  director.  Experience  has  shown 
that  unless  responsibility  for  the  proper 
conduct  of  a  study  Is  assigned  to  one 
person,  there  is  a  potential  for  conflict¬ 
ing  Instructkms  and  poor  protocol  imple¬ 
mentation.  Records  of  one  long-term 
animal  study  examined  by  agency  per¬ 
sonnel  revealed  that  for  a  major  por¬ 
tion  of  the  study  there  was  no  individual 
responsible  for  the  overall  conduct  of  the 
study. 

Proposed  §  3e.31  provides  that  each 
nonclinical  laboratory  study  shall  have 
a  study  director  who  is  a  scientist  or 
other  professional  person  of  appropriate 
education,  training,  and  experience  or 
ccxnbination  thereof  and  who  is  respon¬ 
sible  for  the  overall  conduct  oi  the  study. 
The  study  director  would  be  responsible 
for  assuring  that  the  approved  protocol 
is  followed,  test  substances  are  charac¬ 
terized,  test  ssrstems  are  apprwriate  for 
the  study,  personnel  Involved  In  the  study 
cleariy  understand  their  functions  and 
are  qualified  to  perform  them,  data  are 
accurately  and  promptly  verified  and 


FEDERAL  REGISTER,  VOL.  41,  NO.  225 — FRIDAY,  NOVE.MBER  19,  1976 


51212 


PROPOSED  RULES 


recorded,  hesdth  hazards  to  the  test  sys¬ 
tem  which  appear  during  the  study  are 
recognized  and  removed,  good  laboratory 
practices  are  f(dlowed,  the  studies  are 
conducted  in  a  manner  that  is  safe  for 
laboratory  personnel,  and  the  required 
data  have  been  transmitted  to  the  ar¬ 
chives  for  storage. 

Quality  assurance  unit.  Experience  has 
shown  that  detailed  protocols  and  writ¬ 
ten  standard  (grating  procedures  alone 
will  not  ensure  the  quality  and  integrity 
of  the  results  of  a  nonclinical  laboratory 
study.  A  mechanism  is  needed  to  monitor 
ongoing  studies  to  determine  that  the 
protocols  and  written  standard  operat¬ 
ing  procedures  have  been  followed.  The 
experience  of  FDA  with  quality  control 
units  in  manufacturing  facilities  has 
shown  this  mechanism  to  be  effective. 
Thus,  these  proposed  good  laboratory 
practice  regulations  provide  for  a  quality 
assurance  unit  In  each  testing  facility. 
This  unit  would  report  to  management 
and  provide  a  focai  point  for  FDA  In- 
specticHi  of  studies. 

Proposed  §  3e.33  requires  the  estab¬ 
lishment  ot  a  quality  assurance  unit 
within  the  testing  facility  that  is  charged 
with  the  responsibility  for  assuring  that 
the  facilities,  equipment,  personnel, 
methods,  practices,  procedures,  records, 
and  ccmtrols  are  designed  and  function 
in  conformance  with  good  laboratory 
practice  regulations  and  the  protocols 
for  individual  ncxiclinical  laboratory 
studies.  The  quality  assurance  imit  would 
be  required  to  inspect  periodically  each 
phase  of  a  study  and  to  document  the 
inspection.  Written  reports  giving  the 
status  of  each  study,  the  problems  noted, 
and  the  actions  taken  to  resolve  the 
problems  would  be  required  to  be  sub¬ 
mitted  to  management  periodically.  For 
any  study  lasting  more  than  6  months, 
the  quality  assurance  unit  is  required  to 
perform  an  in-depth  evaluation  of  the 
study  to  detect,  at  an  early  stage,  errors 
in  recording  data,  and  tmusual  patterns 
of  events,  lack  of  cmformlty  to  the 
protocol,  mid  deviations  fixxn  good 
laboratory  practice  and  standard  operat¬ 
ing  procedures.  A  master  schedule  sheet 
of  all  studies  conducted  at  a  testing 
facility  must  be  maintained  showing  the 
current  status  of  each  study.  All  records 
required  to  be  maintained  by  the  quality 
assurance  unit  are  to  be  mside  available 
fw  inspection  to  authorized  FDA  em¬ 
ployees. 

The  Commissioner  believes  that  it  is 
essential  that  nonclinical  laboratory 
studies  be  conducted  according  to  scien¬ 
tifically  sound  protocols  and  with  de¬ 
tailed  attentimi  to  their  quality  contnd. 
The  Commissioner  fiu^her  believes  that 
inspection  by  a  quality  assurance  unit 
will  provide  assurance  to  the  agency  that 
a  study  was  ccmducted  in  a  manner  that 
ensures  the  quality  and  integrity  of  the 
results. 

The  Commissioner  points  out  that  the 
primary  role  of  the  quality  assurance 
unit  is  that  of  monitoring  the  perform¬ 
ance  of  the  research  and  the  methods 
employed.  The  regulations  do  not  place 
with  the  quality  assurance  unit  the  re- 
sponsibUtty  for  accepting  or  rejecting  a 


specific  study  design  or  Its  results  ot  tx 
approving  ot  rejecting  standard  operat¬ 
ing  procedures. 

Access  to  professional  assistance.  Un¬ 
foreseen  problems  ot  circumstances  may 
arise  at  any  time  In  the  course  of  a  n<m- 
clinical  laboratory  study.  If  these  prob¬ 
lems  or  circumstances  are  not  corrected 
or  changed,  the  quality  and  integrity  of 
the  entire  study  might  be  je<v>ardlzed. 
Often  the  solution  of  these  problems  may 
require  trained  professional  Judgment. 
For  this  reason,  proposed  i  3e.35  provides 
fot  the  avallal^ty  of  a  scientist  or  other 
professicmal  to  respond  to  requests  frmn 
technicians  or  less  experiraced  personnel 
for  assistance  or  ccmsultatlon.  The  scien¬ 
tist  or  other  professional  may  be  the 
study  director  or  any  other  individual 
accessible  in  perscm  or  by  telephone  who 
is  qualified  to  provide  the  required  assist¬ 
ance  ot  to  refer  the  problon  to  smne 
other  individual  who  is  qualified  to  re¬ 
spond. 

Facilities 

Adequate  facilities  are  essential  to  the 
quality  and  integrity  of  data  obtained  in 
nonclinical  laboratory  studies.  Such  fa¬ 
cilities  allow  for  the  sepsiration  of  animal 
and  other  test  systems  as  well  as  for  the 
isolation  of  diseased  animals,  thus  mini¬ 
mizing  the  transmission  of  infectious 
diseases  and  prevrating  unccmtrolled  ef¬ 
fects  upon  the  animal.  Separate  and 
properly  designed  areas  for  the  storage 
of  supplies  are  necessary  iot  the  preven¬ 
tion  of  deterioration  of  perishable  sup¬ 
plies  and  for  the  preparation  (ff  test  and 
control  substances  before  admlnl8trati(m 
to  preclude  cimtamlnation  and  mixups. 
Provision  fw:  separate  or  well-defined 
areas  for  different  studies  minimizes  the 
potential  for  Inadvertent  exposure  of  the 
test  system  to  substances  other  than  the 
test  substances.  Adequate  facilities  also 
protect  personnel  frmn  exposure  to 
harmful  substances  and  help  prevent 
transmission  ot  diseases  or  contamina¬ 
tion  from  man  ot  the  oivlnHiment  to  the 
test  system  and  vice  versa.  Approinlate 
areas  for  waste  disposal  and  sanitation 
practices  decrease  chances  of  adverse  ef¬ 
fects  to  personnel  and  test  systems  as 
well  as  to  the  environment. 

Proposed  Subpart  C  sets  forth  the 
functional  areas  considered  essential  in 
a  testing  facility  for  the  prc^r  conduct 
of  a  nonclinical  laboratory  study.  The 
proposed  regulaticms  require  separate 
areas  for  the  (1)  receipt  and  quarantine 
of  animals,  (2)  housing  and  care  of  ani¬ 
mals,  (3)  storage  of  feed,  bedding,  sup¬ 
plies,  and  equiixnent,  (4)  receipt,  stor¬ 
age,  and  mixing  of  the  test  substance, 
(5)  laboratory  testing  operatl<ms,  (6) 
cleaning,  sterilizing,  and  maintaining  of 
labOTatory  equipment,  (7)  specimen  and 
data  storage,  and  (8)  administration  and 
personnel. 

Proposed  §  3e.43  requires  that  environ¬ 
mental  control  of  animal  rooms  or  areas 
be  in  compliance  with  the  Animal  Wel¬ 
fare  Act  of  1970  (Pub.  L.  91-579)  as  set 
forth  in  9  CTR  Part  3.  Where  ^>ecifica- 
tions  regM’dlng  housing  of  certain  spe¬ 
cies  of  animals  are  not  set  forth  by  that 
act,  the  recommendations  contained  in 


HEW  PubUcation  No.  (NIH)  74-23  en¬ 
titled  “Ouide  for  the  Care  and  Use  of 
Laboratory  Animals**  are  to  be  used. 
Copies  ot  this  publicatl<m  may  be  ob¬ 
tained  from:  Superintendent  ot  Docu¬ 
ments,  U.S.  Oovemment  Printing  Office, 
Washhigton,  D.C.  20402.  A  copy  has  been 
placed  on  disi^y  with  the  Hearing 
Clei^  Food  and  Drug  Administration. 

The  pix^K)sed  regulation  requires  that 
separate  areas  are  to  be  provided  for  (1) 
effective  isolation  of  animals  either 
known  or  suspected  of  being  diseased,  or 
of  being  disease  carriers,  from  animals 
that  are  in  good  health  and  (2)  for  isola¬ 
tion  of  studies  being  done  with  test  sub¬ 
stances  known  to  be  infectious  to  both 
man  and  animals  to  protect  personnel 
and  to  prevent  cross-infection.  Further, 
the  proposed  regulation  requires  that 
animals  be  separated  by  species  when 
necessary,  e.g.,  to  protect  against  inter¬ 
species  transmisskm  of  ''infectious 
diseases.  In  this  connection,  it  is  known 
that  raM>its  frequently  harbor  organisms 
that  are  infectious  to  cats,  primates, 
guinea  pigs,  and  other  species  and,  there¬ 
fore,  should  be  housed  in  separate  rooms. 

The  proposed  regxilation  specifies  that 
animal  facilities  are  to  be  designed,  con¬ 
structed,  and  located  so  as  to  minimize 
disturbances  to  laboratory  personnel  and 
animals.  Excessive  noise  levels  may  in¬ 
terfere  with  data  collectioa  and  record¬ 
keeping  and  may  result  in  errors  caused 
by  employee  fatigue  and  distraction.  In 
addition,  loud  Intermittent  noises  may 
cause  undue  stress  to  the  animals. 

Pr(H>osed  §  3e.45  requires  that  storage 
areas  for  feed  and  bedding  be  separated 
from  areas  housing  the  test  systems  and 
that  the  storage  area  be  protected 
against  infestation  or  contamination. 
Refrigerated  storage  would  be  provided 
for  perishable  foods,  such  as  meats, 
fruits,  and  vegetables. 

Proposed  §  3e.47  requires  that  to 
prevent  contamination  or  mixups  of  test 
and  control  substances  there  shall  be 
separate  or  defined  areas  for:  (1)  The 
receipt  and  storage  of  the  test  and  con¬ 
trol  substances,  (2)  mixing  of  those  sub¬ 
stances  with  a  carrier,  e.g.,  feed,  and  (3) 
the  storage  of  the  test  and/or  cmitrol 
substance  mixtures.  In  addition,  storage 
areas  for  the  test  and  control  substances 
and  test  and  control  substance  mixtures 
are  to  be  separated  from  test  system 
housing  areas  to  prevent  inadvertent  ex¬ 
posure  of  the  test  systems  to  the  test  or 
control  substance  and  are  to  be  adequate 
to  maintain  the  identity,  strength, 
quality,  purity,  and  stability  of  the  sub¬ 
stances  and  mixtures. 

Proposed  §  3e.49  deals  with  the  areas 
within  a  facility  in  which  the  routine 
laboratory  proc^ures  are  performed. 
e.g.,  biochemistry,  hematology,  histo- 
pathology  procedures,  as  well  as  requir¬ 
ing  specialized  areas  for  performing 
activities  such  as  aseptic  surgery,  inten¬ 
sive  care,  necropsy,  histology  and  radiog¬ 
raphy.  Special  areas  are  required  for 
the  use  of  radioctctive  and  biohazardous 
materials,  volatile  agents,  and  hazardous 
aerosols  to  protect  personnel  and  test 
systems  from  unnecessary  radiation  ex¬ 
posure,  contamination,  or  infection. 
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Guidelines  for  handling  biohazardous 
materials  are  located  In:  (1) '*'NaU(mal 
Cancer  Inslltute  Safety  Standards  for 
Research  Xavolvlng  CSiemlcal  Car¬ 
cinogens,”  HEIW  Publication,  (NIH)  78- 
900.  June  2,  1975,  (2)  "National  Cancer 
Institute  Safety  l^andards  for  Research 
Involving  Oncogenic  Viruses,"  HEW 
Publication  (NIH)  76-790,  October  3, 
1974,  (3)  “Classification  of  Etiologic 
Agents  on  the  Basis  of  Hazard,”  3d  Ed., 
HEW,  Center  for  Disease  Control,  May 
1974,  and  (4)  National  Institutes  of 
Health  Recombinant  DNA  Research^ 
Guidelines  published  in  the  Federal 
Register  of  July  7,  1976  (41  PR  27902) . 
Copies  <rf  the  first  three  publications  may 
be  obtained  from:  Superint^dent  of 
Documents,  U.S.  Government  Printing 
Office,  Washington,  D.C.  20402.  Cc^ies  of 
all  these  documents  have  been  placed  on 
display  with  the  Hearing  Clerk,  Food 
and  Drug  Administration. 

Space  and  facilities  (e.g.,  mechanical 
glassware  washing  equipment,  auto¬ 
claves,  sinks),  separate  from  the  areas 
housing  the  test  systems,  are  required 
for  cleaning,  sterilizing,  and  maintaining 
equipment  and  supplies. 

Proposed  !  3e.51  requires  space,  limited 
to  access  by  authorized  personnel  only, 
for  ^e  storage  and  retrieval  of  all  raw 
data  and  specimens. 

Proposed  §  3e.53  requires  space  in  the 
testing  facility  for  administrative,  super¬ 
visory,  and  directional  functions.  Space 
for  washing  and  toilet  facilities  is  also 
required. 

Separate  space  for  each  of  the  areas 
mentioned  above  is  required  in  order  to 
minimize  external  factors  that  might  ad¬ 
versely  affect  test  systems  or  in  some 
other  way  compromise  the  conduct  of 
the  noncllnical  laboratory  study. 

Ihe  Commissioner  concludes  that 
facilities  that  are  in  accordance  with 
proposed  Subpart  C  will  promote  the 
quality  and  integrity  of  noncllnical 
laboratory  study  results  by  prohibiting 
or  minimizing  infection,  contamination, 
mixups,  inadvertent  exposure  to  sub¬ 
stances  other  than  the  test  substances, 
interspecies  transmission  of  disease,  en¬ 
vironmental  stresses,  deterioration  of 
materials  and  supplies,  and  will  protect 
personnel  from  exposure  to  harmful 
substances. 

Equipment 

The  design  and  condition  of  equip¬ 
ment  are  critical  to  the  reliability  of  the 
results  obtained  from  noncllnical  labora¬ 
tory  studies.  Inadequately  designed  or 
faulty  equipment  can  prevent  the  ac¬ 
complishment  of  the  stated  objectives 
of  a  given  study.  Equipment  used  in  the 
care  and  treatment  of  animals  must  be 
designed  so  that  it  does  not  adversely 
affect  the  health  of  the  animals  or  the 
integrity  of  the  study.  Equipment  used 
in  the  preparation  or  administration  of 
the  test  ,  substance  must  be  designed  to 
minimize  chances  of  contamination  or 
inaccurate  dosage.  Equipment  must  be 
cleaned,  maintained,  tested,  calibrated, 
and  repaired  to  prevent  errors  and  mal- 
fimctions  resulting  in  lost  or  Inaccurate 
data.  Regular  scheduling  of  equipment 
maintenance,  written  maintenance  pro¬ 


cedures  and  re(x>rds  of  performed  main¬ 
tenance  are  necessary  to  ensure  that 
lidioratory  eqlupment  is  kept  In  good 
operating  condition. 

In  the  course  of  Inspecticms  of  non- 
clinical  testing  facilities,  FDA  personnel 
observed  mixing  equipment  encrusted 
with  material  from  previous  use  as  well 
as  mixers  that  were  not  electrically 
groimded.  Ungrounded  mixers  may  allow 
a  buildup  of  electrostatic  charges  that 
could  lead  to  improper  mixing. 

Proposed  §  3e.61  sets  forth  require¬ 
ments  for  the  design,  and  S  3e.63  de¬ 
scribes  the  required  cleaning,  mainte¬ 
nance,  and  calibration  of  the  equipment 
in  a  toting  facility.  Proposed  §  3e.63  also 
specifies  the  records  of  such  activities 
which  are  required  to  be  kept.  These  re¬ 
quirements  extend  to  equipment  used  in 
the  care  of  the  test  system  as  well  as 
that  used  in  conducting  laboratory  pro¬ 
cedures.  Written  standard  operating  pro¬ 
cedures  are  required  assigning  responsi¬ 
bility  for  cleaning,  maintaining,  inspect¬ 
ing,  and  testing  equipment.  Periodic 
calibration  of  automatic,  mechanical, 
and  electronic  equipment  is  required. 

Testing  Facility  Operations 

The  existence  of  written  standard  op¬ 
erating  procedures  can  prevent  the  intro¬ 
duction  of  systematic  errors  in  data,  re¬ 
sulting  from  variations  among  individ¬ 
uals  performing  test  procedures,  and  the 
lo.ss  of  data  through  incomplete  data 
collection  methods.  Accordingly,  stand¬ 
ard  operating  procedures  should  cover 
animal  care;  receipt,  .storage,  testing, 
mixing,  and  administration  of  the  test 
and  control  substances:  calibratiMi  of  in¬ 
struments  and  equipment;  test  system 
observations;  laboratory  t^ts;  handling 
of  animals  found  moribund  or  dead  dur¬ 
ing  the  study:  necropsy  or  postmortem 
examinations  of  animals;  prei>aration  of 
specimens;  histopathology;  data  han¬ 
dling,  storage,  and  retrieval;  and  pr^- 
aration  and  validation  of  the  final  re¬ 
port.  Agency  investigations  have  shown 
that  in  certain  Instances  written  stand¬ 
ard  operating  procedures  did  not  even 
exist  for  some  of  these  areas.  For  exam¬ 
ple,  histopathology  is  an  extremely  im¬ 
portant  indicator  of  the  effects  of  a  bio¬ 
logical  effect  upon  a  tissue  or  cell.  Careful 
preparation,  cutting,  sectioning,  mount¬ 
ing,  staining,  and  interpretation  of  his¬ 
tologic  slides  from  animal  tissues  to  de¬ 
termine  the  changes  occurring  in  test 
animals  during  the  study  is  crucial  if  the 
scientist  is  to  obtain  valid  information. 
Valuable  histopathological  information 
has  been  lost  in  studies  because  these 
functions  were  not  performed  properly. 

Proposed  §  3e.81  requires  written 
standard  operating  procedures  setting 
forth  in  detail  the  methods  for  perform¬ 
ing  the  various  laboratory  operations. 
Such  written  standard  operating  proce¬ 
dures  shall  include  methods  for  all  sam¬ 
pling,  testing,  or  other  laboratory  contrtd 
mechanisms  as  well  as  for  preparing  and 
maintaining  any  records  and  reports  re¬ 
quired  by  these  regulaticms.  Deviations 
from  these  operating  procedures  for  a 
given  study  must  be  properly  authorized 
by  the  study  director.  Sigidficant  changes 
to  the  testing  facilities  standard  operat¬ 


ing  procedures  must  be  authorized  by 

management. 

The  standard  operating  procedures  rel¬ 
ative  to  the  laboratory  operations  being 
performed  are  to  be  available  in  the 
immediate  woi±  area  of  the  laboratory 
personnel  at  all  times. 

The  Commissioner  concludes  the  pro¬ 
posed  S  3e.81  will  reduce  errors  in  data 
generation,  collection,  and  reporting  by 
ensuring  that  all  personnel  associated 
with  a  noncllnical  laboratory  study  are 
familiar  with  and  use  the  same  standard 
operating  procedures. 

Proposed  S  3e.83  describes  procedures 
for  handling  reagents  and  solutions  to 
assure  their  proper  and  reliable  nise.  This 
provision  is  Intended  to  minimize 
chances  for  error  in  laboratory  tests  re¬ 
sulting  from  the  use  of  reagents  that  are 
contaminated  or  deteriorated. 

Animal  care.  Observing  proper  animal 
care  procedures  is  an  essential  element  in 
the  conduct  of  any  research  involving 
animals.  Factors  such  as  the  caging  and 
housing  system  used,  sanitation  prac¬ 
tices,  diet,  handling,  humidity,  lighting, 
temperature,  and  noise  control  are  capa¬ 
ble  of  markedly  affecting  experimental 
results  in  laboratory  animals.  In  addi¬ 
tion,  concern  for  the  quality  and  health 
of  laboratory  animals  is  both  a  humane 
and  a  scientific  consideration. 

Quarantine  of  newly  received  animals 
is  essential  to  prevent  diseased  animaLs 
from  being  used  in  studies  and  the  trans¬ 
mission  of  disease  to  animals  already  in 
the  facility.  Animals  received  by  (me  fa¬ 
cility  recently  inspected  by  FDA  were  in 
poor  physical  condition  upon  receipt  but 
nevertheless  were  used  in  a  study  shortly 
aftw  receipt. 

Proper  identification  of  animals  can 
prevent  loss  of  data  or  misinterpretation 
of  results  due  to  mixups.  Laboratory  in¬ 
spections  have  shown  that  as  a  result  of 
improper  Identification  in  noncllnical 
laboratory  studies  some  animals  have 
been  reported  to  have  died  more  than 
once. 

It  is  possible  that  the  presence  of  cer¬ 
tain  environmental  contaminants,  e.g., 
pesticides  and  chlorinated  hydr(x:arbons, 
in  the  feed  or  drinking  water  of  labora¬ 
tory  animals  can  alter  or  mask  the  re¬ 
sponse  of  these  animals  to  test  or  control 
substances.  Therefore,  it  is  important  to 
ascertain  and  control  the  quantities  of 
these  substances  in  animal  feed  and 
drinking  water. 

Proposed  §  3e.90  sets  forth  the  require¬ 
ments  for  the  care  and  handling  of  ani¬ 
mals  used  as  the  test  systems  in  a  non- 
clinical  laboratory  study.  Requirements 
regarding  housing,  feedi^.  and  handling 
are  to  be  consistent  with  existing  stand¬ 
ards.  Copies  of  these  standards  identi¬ 
fied  in  the  regulation  have  been  placed 
on  display  with  the  Hearing  CHerk,  Fo(xi 
and  Drug  Administration.  Deviation 
from  such  standards,  e.g.,  use  of  restrain¬ 
ing  devlcesC  is  acceptable  provided  there 
is  adequate  documentation  of  the  need 
for  the  deviation. 

The  proposal  specifies  that  all  newly 
received  animals  must  be  placed  in  quar¬ 
antine  until  their  health  status  has  been 
evaluated  in  accordance  with  acceptable 
veterinary  medlca]  practice. 
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Proposed  §  3e.90  sets  forUi  require¬ 
ments  for  the  unique  individual  Identifi¬ 
cation  of  animals  either  in  accordande 
with  the  Animal  Welfare  Act,  or  for 
species  not  required  to  be  so  identified 
by  that  act,  identification  by  a  number 
that  identifies  the  shipment  or  purchase 
order  niunber  on  receipt  of  the  animaL 
A  unique  permanently  attached  identifi¬ 
cation  number,  e.g.,  tattoo,  neck  chain, 
ear  tag,  ear  punch,  etc.,  would  be  re¬ 
quired  fOT  animals  that  are  moved  from 
one  cage  to  another  during  a  study  or  if 
such  animals  are  used  in  laboratory  pro¬ 
cedures  that  require  manipulations  and 
observations  over  extended  periods  of 
time.  Further,  animals  shoifid  not  be 
moved  to  a  new  location  or  placed  imder 
different  environmental  conditions  dur¬ 
ing  a  stu^  without  written  permission 
from  the  study  director. 

Proposed  §  3e.90(i)  also  sets  fortii  re¬ 
quirements  for  the  periodic  analyses  of 
the  feed  and  drinking  water  used  for 
animals  to  ensure  that  known  interfering 
contaminants  are  not  present  at  a  level 
above  predetermined  specifications. 

The  Commissioner  contends  that  in¬ 
adequate  animal  identification  and  ani¬ 
mal  care  practices  are  a  recurring  prob¬ 
lem  adversely  affecting  the  quality  and 
integrity  of  data  from  many  nonclinical 
laboratory  studies  and  that  proposed 
§  3e.90  w'ould  reduce  this  problem. 

Test  and  Control  Substances 

In  any  toxicological  study  there  must 
be  assiuunce  that  the  test  system  is  prop¬ 
erly  exposed  to  the  substance  being  test¬ 
ed.  For  this  reason,  the  identity,  strength, 
quality,  purity,  and  stability  of  the  test 
substance  must  be  known.  It  was  fovmd 
in  recent  investigations  by  the  agency 
that  different  batches  of  a  test  substance 
used  in  -a  long-term  animal  study  did  not 
meet  the  sponsor’s  specifications  for 
identity.  If  a  control  substance  is  used  in 
the  nonclinical  laboratory  study,  its 
identity,  strength,  quality,  purity,  and 
stability  must  also  be  known.  This  en¬ 
sures  that  interfering  impurities  are  not 
present  in  the  test  or  control  substance 
and  that  neither  substance  has  deteri¬ 
orated  during  the  period  of  administra¬ 
tion.  There  must  be  asurance  in  any  study 
that  the  test  system  receives  a  known 
amount  of  the  substance  being  tested. 
Therefore,  procedures  to  ensure  the  imi- 
formity  and  potency  of  the  test  or  con¬ 
trol  substance-carrier  mixtures  are  nec¬ 
essary. 

Proposed  §  3e.l05  sets  forth  the  pro¬ 
cedures  to  be  followed  regarding  the 
identification  and  testing  of  test  and 
control  substances.  Proposed  §  3e.l07  de¬ 
scribes  requirements  for  the  handling  of 
these  substances  is  general,  and  §  3e.ll5, 
for  the  handling  of  carcinogenic  sub¬ 
stances. 

The  mixture  of  test  or  control  sub¬ 
stances  into  carriers  (e.g.,  when  incor¬ 
porated  into  feed)  is  discussed  in  pro¬ 
posed  §  3e.ll3.  The  uniformity  and  con¬ 
centration  of  the  substances  in  the  diet 
mix  must  be  determined  before  the  start 
of  the  study.  In  addition,  random 
samples  of  ecu:h  batch  of  the  test  or  con¬ 
trol  substance  mixture  should  be 


ansdyzed  periodically  during  the  course 
of  the  study  to  ensiire  that  the  proper 
mixing  and  formulation  procedures  are 
being  used. 

ITie  Commissioner  concludes  that  this 
proposed  Subpart  F  will  Increase  the 
likelihood  that  a  nonclinical  laboratory 
study  of  a  characterized  test  or  control 
substance  will  allow  the  relati(mship  be¬ 
tween  dose  and  biological  response  to  be 
determined. 

Protocols  for  and  Conduct  of  Non¬ 
clinical  Laboratory  Studies 

One  important  element  of  any  nonclin¬ 
ical  laboratory  study  is  the  preparation 
of  a  protocol  defining  its  objective  and 
stating  how  it  is  to  be  attained.  Investi¬ 
gations  by  FDA  of  long-term  animal 
studies  have  shown  that  protocols  were 
occasionally  put  in  writing  only  after 
the  study  had  been  initiated.  In  addition, 
other  studies  were  identified  for  which 
no  written  protocols  were  available.  A 
written  approved  protocol  is  essential 
to  ensure  that  all  operations  needed  to 
fulfill  the  stated  objectives  are  per¬ 
formed.  The  Commissioner  encourages 
multidisciplinary  consultation  in  the 
development* and  review  of  a  protocol. 
For  example,  statisticians  can  provide 
valuable  input  by  assuring  that  the  hy¬ 
pothesis  of  the  study  can  be  tested  by  the 
proposed  experimental  design. 

A  testing  facility  should  have  an  avail¬ 
able  mechanism  for  systematically  eval¬ 
uating  and  approving  initial  protocols  as 
well  as  subsequent  changes  in  the  proto¬ 
col  while  a  study  is  in  progress.  Past  ex¬ 
perience  has  shown  that  imauthbrized 
deviations  frwn  protocols  have  occurred 
during  the  conduct  of  some  nonclinical 
laboratory  studies  and  therefore  have 
compromised  the  quality  and  integrity 
of  the  study. 

Proposed  §  3e.l20  requires  that  each 
nonclinical  laboratory  study  have  a  writ¬ 
ten  protocol  that  clearly  indicates  the 
objectives  and  procedures  for  the  conduct 
of  the  study  and  sets  forth  the  minimmn 
information  to  be  contained  in  such  a 
protocol.  Changes  or  revisions  to  an  ap¬ 
proved  protocol  are  to  be  document^, 
dated,  and  signed  by  the  study  director. 

While  this  proposed  section  establishes 
the  informational  content  of  protocols, 
the  responsibility  for  good  experimental 
design  resides  with  members  of  the  scien¬ 
tific  commimity.  The  Commissioner  em¬ 
phasizes  that  PDA’s  cOTicem  in  the  good 
laboratory  practice  regulations  is  not  the 
design  of  a  particular  protocol  or  the 
prohibition  of  changes  in  the  protocol. 
Rather  it  is  the  existence  of  a  detailed 
written  protocol  before  the  initiation  of 
any  nonclinical  laboratory  study,  the  ap¬ 
proval  of  changes  in  the  protocol  in 
writing  before  their  implementation,  and 
the  conduct  of  the  s^dy  according  to 
the  protocol  and  any  amendments. 

Conduct  of  study.  A  recurrent  problem 
area  in  the  conduct  of  a  nonclinical 
laboratory  study  is  loss  or  inaccurate  re¬ 
cording  of  data  as  a  result  of  inadequate 
recording  procedures.  Recent  PDA  in¬ 
spections  have  also  revealed  observations 
tnade  on  scraps  of  paper  or  pocket  note¬ 
books  for  later  transfer  to  date  sheets. 


In  addition,  data  sheets  did  not  show  the 
name  of  the  individual  making  the  ob¬ 
servation. 

Proposed  §  3e.l30(b)  specifies  that  test 
systems  shall  be  monitored  in  conformity 
with  the  protocol.  For  example,  an  ac¬ 
ceptable  protocol  would  direct  that  mori¬ 
bund  animals  should  either  be  sacrificed 
or  placed  in  Isolation  and  observed  care¬ 
fully  at  least  twice  daily  so  that  they 
can  be  found  shortly  after  death  to  avoid 
autolyzed  tissue.  It  should  also  direct  that 
if  an  animal  is  found  dead  outside  of 
normal  working  hours  and  a  qualified 
person  is  not  available  to  perform  ne¬ 
cropsy,  then  the  carcass  should  be  im¬ 
mediately  preserved  at  a  temperature  be¬ 
tween  2“  and  8*  C  (36*  and  46*  P)  and 
necropsied  on  the  next  day.  Qualified 
personnel  should  be  available  to  monitor 
and  necropsy  moribund  and/or  dead 
animals  on  weekends  or  holidays. 

Proposed  §  3e.l30(c)  sets  forth  the 
manner  in  which  specimens  are  to  be 
identified.  Such  identification  will  mini¬ 
mize  the  assigmment  of  specimens  to  the 
wrong  test  system  of  study. 

Proposed  §  3e.l30(d)  requires  that 
records  of  post-mortem  observations  be 
available  to  a  pathologist  when  examin¬ 
ing  a  specimen  histopathologically.  This 
will  increase  the  pathologists’s  ability  to 
describe  correctly  the  microscopic  find¬ 
ings  and  correlate  them  with  the  gross 
observations. 

Proposed  §  3e.l30(e)  requires  that  all 
data  generated  during  the  conduct  of  a 
nonclinical  laboratory  study,  except 
those  that  are  generated  as  direct  com¬ 
puter  input,  are  to  be  recorded  directly, 
promptly,  and  accurately  in  ink  in  bound 
books  are  prenumbered  pages  or  on 
worksheets  that  are  to  be  bound  during 
or  at  the  conclusion  of  the  study.  All 
data  entries  are  to  be  dated  on  the  day 
of  entry  and  signed,  or  identified  in  the 
case  of  direct  computer  input,  by  the  per¬ 
son  generating  the  data.  Any  changes  in 
an  entry  are  to  be  made  in  such  a  man¬ 
ner  so  as  not  to  obscure  the  original 
entry,  the  reason  for  such  change  must 
be  indicated,  and  the  change  shall  be 
dated  and  signed,  or  identified  in  the  case 
of  direct  computer  input,  by  the  person 
making  the  change. 

Proposed  §  3e.l30(f)  requires  that  all 
recorded  data  be  reviewed,  signed,  and 
dated  by  a  person,  other  than  the  per¬ 
son  entering  the  data,  responsible  for  the 
performance  and  evaluation  of  the  ac¬ 
tivity  from  which  the  data  were  derived 
to  assure  adherence  to  procedures. 

The  Commissioner  concludes  that  by 
specifying  stringent  controls  on  data 
collection  and  recording,  as  provided  in 
proposed  §  3e.l30,  adherence  to  the 
protocol  in  the  conduct  of  the  study  will 
be  promoted,  and  loss  and  inaccurate 
recording  of  data  will  be  minimized. 

Records  and  Reports 

Reporting  of  nonclinical  laboratory 
study  results.  Complete  and  accurate  re¬ 
ports  of  studies  are  essential  to  agency 
decisions.  The  agency  therefore  insists 
that  the  final  report  include  all  pertinent 
material,  results,  observations,  and  con¬ 
clusions  of  a  study  and  that  it  document 


FEDERAL  REGISTER,  VOL.  41,  NO.  225 — FRIDAY,  NOVEMBER  19,  1976 


PROPOSED  RULES 


51215 


fully  and  completely  all  of  the  conditions 
and  circumstances  under  which  a  study 
was  conducted. 

Proposed  S  3e.l85  sets  forth  informa¬ 
tion  that  must  be  included  in  a  final  non- 
clinlcal  laboratory  study  report.  The  final 
report  would  have  to  be  signed  and  dated 
by  the  study  director  and  each  segment 
(report  of  each  individual  scientist  and 
other  professional  person)  signed  mid 
dated  by  the  responsible  scientist  or 
other  professional  person. 

It  is  also  proposed  that  corrections  or 
additions  to  a  final  report  be  in  the  form 
of  an  amendment  of  the  study  director 
clearly  identifying  that  part  of  the  re¬ 
port  that  is  being  added  to  or  corrected 
and  the  reasons  for  the  correction  or  ad¬ 
dition.  The  amendment  is/to  be  signed  by 
the  person  responsible  for  the  correction 
or  addition  and  dated. 

The  Commissioner  feels  that  a  final  re¬ 
port  prepared  according  to  proposed 
§  3e.l85  is  essential  to  accurate  inter¬ 
pretation  of  the  study  results  and  use  of 
the  study  in  regulatory  decisionmaking. 

Storage  and  retrieval  of  records  and 
data.  Proper  storage  of  the  records  and 
data  from  a  nonclinlcal  laboratory  study 
allows  ^e  reconstruction  of  the  study 
for  the  purpose  of  assessing  the  quality 
and  Integrity  of  the  resiilts  or  the  rein¬ 
terpretation  of  the  data  in  the  light  of 
later  findings.  The  accessibility  of  such 
records  allows  FDA  to  assess  the  study 
and  its  acceptability  in  support  of  the 
safety  of  regulated  products. 

Proposed  §  3e.l90  sets  forth  the  re¬ 
quirements  for  the  Stonge  and  retrieval 
of  tlMse  data  that  are  to  be  retained  in 
an  archive,  either  at  the  testing  facility 
or  elsewhere,  e.g.,  the  sponsor’s  establish¬ 
ment.  All  raw  data,  documentation  and 
other  Information,  protocols,  specimens, 
and  the  reports  generated  during  and 
as  a  result  of  a  noncUnical  laboratory 
study  would  be  required  by  this  proposal 
to  be  retained  and  stored  in  an  archive 
for  the  length  of  time  specified  In  pro¬ 
posed  S  3e.l95<a)  and  shall  be  retrievable 
for  inspection  by  authorized  FDA  em¬ 
ployees  upon  request. 

Proposed  S  3e.l90  specifies  that  an  in¬ 
dividual  be  Identified  as  responsible  for 
the  archives.  Data  stored  in  the  archives 
would  be  required  to  be  indexed  by  test 
substance,  date  of  study,  test  system 
species,  and  nature  of  the  study. 

Retention  of  records.  Records  of  a  non- 
clinical  laboratory  study  should  be  re- 
'tained  for  as  long  as  possible  or  as  long 
as  their  quality  allows  evaluation.  Prac¬ 
tical  considefations  dictate  that  mini¬ 
mum  periods  of  retention  be  established 
and  that  these  periods  correspond  to  the 
time  periods  during  which  any  question 
pertaining  to  the  safety  of  the  substance 
is  under  active  consideration. 

The  Commissioner  therefore  proposes 
in  §  3e.l95(a)  to  establish  nnininniim  rec¬ 
ord  retention  requirements.  All  data  and 
information  required  by  the  good  labora¬ 
tory  practice  regulations  shall  be  re¬ 
tained  for  one  of  the  following  three  al¬ 
ternative  periods,  whichever  Is  shortest, 
except  as  otherwise  noted: 

1.  A  p>eriod  of  at  least  2  years  following 
the  date  on  which  an  application  for  a 


research  or  marketing  permit,  in  sup¬ 
port  of  which  the  results  of  Uie  non- 
clinical  laboratory  study  were  sulnnitted, 
is  approved  by  FDA; 

2.  A  period  of  at  least  5  years  follow¬ 
ing  the  date  on  whl<^  the  results  of  the 
nonclinlcal  Isdwratory  study  are  sub¬ 
mitted  to  FDA  In  support  of  an  api^ca- 
tion  for  a  research  or  marketing  permit; 
or 

3.  In  other  situations  (e.g.,  where  the 
nonclinlcal  laboratory  study  does  not  re¬ 
sult  In  the  sulunlssion  of  the  study  In 
support  of  an  application  for  a  research 
or  marketing  permit) ,  a  period  of  at  least 
2  years  following  the  date  on  which  the 
study  is  completed,  terminated,  or  dis¬ 
continued. 

Proposed  S  3e.l95(b)  specifies  that  wet 
specimens,  samples  of  test  or  control  sub¬ 
stance  carrier  mixtiues  and  specially  pre¬ 
pared  material  (e.g.,  histochemical,  elec¬ 
tron  microscopic,  Idood  mounts  and  tera- 
tological  preparations  and  uteri  from 
dominant  lethal  mutagenesis  tests) . 
which  are  relatively  fragile  and  differ 
markedly  In  stability  and  (luality  during 
storage  should  be  retained  only  as  long 
as  their  quality  allows  evaluation. 

The  Commissioner  proposes  In  |  3e.l95 
(c)  that  the  records  of  inspection  or 
evaluation  of  a  nonclinlcal  li^oratory 
study  by  the  quality  assurance  unit  and 
the  master  schedule  sheet  required  to  be 
maintained  by  proposed  S  3e.33(b)  be  re¬ 
tained  in  the  files  of  the  quality  assurance 
luiit  for  the  appropriate  length  of  time 
specified  in  §  3e.l9S(a). 

Proposed  S  3e.l9&(d)  specifies  that  ciir- 
ricula  vitae  and  Job  descriptions  required 
by  pr(^?osed  8  3e.29(b)  may  be  retained 
with  all  other  testing  facility  employ¬ 
ment  records  rather  than  in  the  archives, 
provided  the  names  of  the  persons  in- 
v(dved  In  the  conduct  of  each  ncmclinlcal 
laboratory  study  are  Included  as  port  of 
the  data  required  to  be  stored  in  the  ar¬ 
chives.  The  last  available  curriculum 
vitae  and  Job  description  for  an  ^ployee 
who  has  terminated  employment  shall  be 
retained  for  the  length  of  time  specified 
in  8  3e.l95(a). 

Proposed  8  3e.l95(e)  also  requires  rec¬ 
ords  and  reports  of  the  maint^ianoe. 
cleaning,  calibration,  and  Inspection  of 
equlpmrat  to  be  retained  for  the  length 
of  thne  In  accordance  with  8  3e.l95(a). 

The  C(xnmlssloner  believes  that  proper 
storage  of  records  and  data  under  pro¬ 
posed  88  3e.l90  and  3e.l95  will  alleviate 
previous  difficulties  encountered  by  FDA 
in  verif3dng  the  resiilts  of  nonclinlcal 
laboratory  studies. 

Compliance  and  Eb^PORCEMENT 

At  least  as  important  as  determining 
how  to  improve  the  process  by  which  non- 
clinical  laboratory  studies  are  performed 
is  determining  how  to  provide  incentives 
to  testing  facilities  to  carry  out  the^lm- 
provements  found  to  be  necessary  w  de¬ 
sirable.  Many  actions  are  available,  and 
each  has  an  iqipn^rlate  i^ace  In  FDA’s 
compliance  program.  These  Include: 

1.  Notifying  the  testing  facility  of  de¬ 
ficiencies  observed  during  an  Inspection. 
It  will  be  Uie  practice  of  an  FDA  in¬ 
vestigator  to  do  this  before  leaving  tibe 
premises  upon  concluding  an  inspection. 


2.  Issuing  m<H:e  formal  warnings  that 
ImpcMtant  discrepancies  jetween  the 
coitions  observed  and  regultory  re- 
qulrem^ts  must  be  cmrected  for  the 
testing  facility  to  avoid  more  serious 
regulatory  action.  This  step  generally  will 
be  accmnpllshed  by  regulatory  corre- 
q;x)ndoice. 

3.  Deta*minlng  that  one  or  more  spe¬ 
cific  nonclinlcal  laboratory  studies  will 
not  be  considered  by- FDA  In  support  of  an 
application  for  a  research  or  martceting 
permit.  This  would  not  mean  that  the 
data  from  completed  studies  need  not  be 
submitted  to  FDA.  The  usual  rule  that  all 
data  and  information  relevant  to  a  par¬ 
ticular  article  (e.g.,  a  prc^iosed  or  mar¬ 
keted  product)  must  be  submitted  re¬ 
mains  in  effect.  See,  for  example,  pro¬ 
posed  21  CFR  2.7  (contents  of  a  citizen 
petition  for  FDA  action,  as  published  in 
the  Federal  Register  of  ^ptember  3. 
1975  (40  FR  40682));  21  CFR  312.1(a) 
(5)  and  (6)  (significant  adverse  findings 
regarding  a  drug  in  an  IND  study) ;  21 
CFR  310.300(a)  (1)  and  (2)  (results  from 
published  and  unpublished  human  and 
animal  experience  and  studies  on  drugs 
with  approved  NDA’s) ;  and  21  CFR 
809.30(c)  (18)  submission  of  data  and 
information  cm  in  vitro  ffiagnostlc  prod¬ 
ucts  in  connection  with  devdc^ment  of 
a  standard) .  Findings  that  the  study  Is 
not  acceptable  in  support  of  an  triplica¬ 
tion  for  a  research  or  marketing  permit 
means  that  the  agency  will  not  authorize 
further  testing  mr  future  marketing  if  the 
claim  for  safety  of  the  product  Is  based 
upon  that  study.  Valid  data  and  infonna- 
tion  in  an  otherwise  unacceptable  study 
which  are  adverse  to  the  product,  how¬ 
ever,  may  serve  as  the  basis  for  regula¬ 
tory  action. 

This  disparity  in  treatment  merely  re- 
fiects  the  fact  that  a  technically  bad 
study  can  never  establish  the  absence  of 
a  safety  risk  but  may  estaUlsh  the  pres¬ 
ence  of  a  previously  unsuspected  hazard. 
It  refiects  current  agoicy  policy;  even  in 
situations  where  the  scloitific  quality  of 
an  Investigational  drug  study  is  not  in 
question,  FDA  may  receive  data  but  not 
use  It  In  support  of  a  decision  to  approve 
testing  or  commercial  distribution  of  a 
drug  because  of  ethical  Improprieties  in 
the  conduct  of  the  study.  (See  21  CFR 
312.20.) 

Rejection  of  a  particular  study  from 
consideration  in  support  of  an- applica¬ 
tion  is  provided  for  by  statute  in  the  pro¬ 
cedures  and  criteria  for  determining 
whether  the  application  Is  iqiprovable 
under  the  Federal  Food.  Drug,  and  Cos¬ 
metic  Act  or  the  Public  Health  Service 
Act;  for  example,  a  determination  that  a 
faulty  study  precludes  a  finding  that  a 
new  drug  is  safe  can  be  made  in  accord¬ 
ance  with  the  mxicedures  set  forth  in  sec¬ 
tion  505(d)  of  the  Federal  Food,  Drug, 
and  Cosmetic  Act  and  21  CFR  Part  314. 
Accordingly,  no  special  procedures  need 
be  prescribed.  The  standards  for  good 
laboratory  practice  represent  amplifica¬ 
tion  of  the  legal  requirements  regarding 
evldoice  of  safety  necessary  to  approve 
an  application  for  a  research  or  maiicet- 
Ing  permit. 

4.  Disqualifying- a  testing  facility  as  a 
source  of  data  and  information  in  sup- 
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port  of  any  application  for  a  research  or 
marketing  permit  In  such  a  case,  which 
should  be  uncommon,  the  determination 
that  data  generated  by  the  testing 
facility  are  not  acceptable  in  support  of 
an  application  is  not  limited  to  a  par> 
ticular  study  but  may  extend  to  all 
studies  performed  by  the  facility.  This 
sanction  would  be  utilized  when  the  defi¬ 
ciencies  found  at  a  facility  are  of  such 
a  widespread  or  fundamental  nature  that 
the  quality  and  integrity  of  every  study 
being  conducted  by  the  facility  has 
probably  been  compromised,  or  when  the 
facility  has  failed  to  comply  with  the 
good  laboratory  practice  regulations 
after  previoiis  warning  from  FDA.  Unlike 
rejection  of  a  specific  study  and  legal 
prosecution,  disqualification  is  not  ex¬ 
plicitly  proTdded  for  by  statute  and  thus 
necessitates  the  promulgation  of  regula¬ 
tions  describing  the  procedures  and  sub¬ 
stantive  grounds  for  imposing  this 
sanction;  much  of  the  remainder  of  this 
preamble  is  devoted  to  this  matter.  This 
extensive  discussion  should  not.  however, 
be  read  as  implying  that  disqualification 
is  the  exclusive  or  primary  administra¬ 
tive  action  for  noncompliance  with  good 
laboratory  practice.  Disqualification  is 
designed  to  provide  FDA  with  an  enforce¬ 
ment  tool  that  is  more  eflacient  and  effec¬ 
tive  than  a  study-by-study  review  when 
it  becomes  apparent  that  a  testing 
facility  is  not  capable  of  producing  ac¬ 
curate  and  valid  test  results. 

5.  Prosecuting  the  testing  facility  and/ 
or  the  v>onsor  of  the  nonclinical  labora¬ 
tory  study  for  violations  of  Federal  crim¬ 
inal  laws,  including  section  301(e)  of  the 
Federal  Food,  Drug,  and  Cosmetic  Act 
(failure  to  make  a  report  required  under 
certain  other  sections  of  the  act,  because 
a  grossly  erroneous  or  inadequate  report 
does  not  fulfill  the  statutory  obligation) 
and  18  U.S.C.  1001'  (submission  of  a  false 
report  to  the  government) .  Even  where 
the  testing  facility  is  not  under  a  direct 
statutory  obligation  to  submit  informa¬ 
tion  to  FDA,  and  in  fact  does  not  send 
data  to  the  agency  but  merely  transmits 
them  to  the  sponsor,  the  facility  is  likely 
to  be  aware  that  FDA  will  be  the  ulti¬ 
mate  recipient.  In  such  cases,  it  may  be 
liable  for  aiding  and  abetting  in  the  vio¬ 
lation  (18  U.S.C.  2)  or  for  causing  the 
violation  to  be  made  by  a  third  party  (see 
United  States  v.  Dotterweich,  320  U.S. 
277  (1943);  and  United  States  v.  Park, 
421  U.S.658  (1975)). 

The  Commissioner  is  aware  of  the  wide 
range  of  severity  in  these  sanctions.  He 
has  directed  the  preparation  of  a  com¬ 
pliance  program  which  will  identify  the 
administrative  and  legal  sanctions,  which 
FDA  may  invoke  upon  findings  of  non¬ 
conformance  with  the  provisions  of  these 
regulations.  These  sanctions  and  the  in¬ 
ternal  procedures  by  which  they  will  be 
applied  will  be  contained  in  an  FDA 
Compliance  Program  Guide  to  be  made 
publicly  available,  upon  its  completion 
(now  projected  for  late  next  year).  An 
understanding  of  this  document  should 
assuage  fears  that  firms  not  in  compli¬ 
ance  wdth  the  good  laboratory  practice 
regulations  immediately  after  they  be¬ 
come  effective  will  be  subject  to  extreme 


penalties.  The  Commissioner  recognizes 
that  many  testing  facilities  do  not  now 
meet,  and  perhaps  tor  several  months 
will  not  be  able  to  meet,  the  standards 
set  forth  in  these  pit^posed  good  labora¬ 
tory  practice  regulations.  The  same  will 
be  true  of  FDA  facilities  for  l^t  valida¬ 
tion  and  product  testing,  which  will  be 
subject  to  the  same  standards  and  the 
same  rigorous  inspections  that  are  ap¬ 
plied  to.  or  conducted  at,  private  testing 
facilities.  The  proposed  regulations  ar¬ 
ticulate  certain  standards  that  are  not 
currently  widely  observed  in  the  conduct 
of  nonclinical  laboratory  studies,  e.g., 
maintenance  of  a  quality  assurance  unit. 
The  Commissioner  imderstands  that  it 
will  take  time  to  establish  such  opera¬ 
tions.  and  he  is  of  the  opinion  that,  dur¬ 
ing  the  initial  stages  of  monitoring  of 
private  testing  facilities,  FDA  must  play 
an  important  informational  and  educa¬ 
tional  role.  The  series  of  initial  inspec¬ 
tions  that  the  agency  plans  as  a  pilot 
program  will  evaluate  laboratory  per¬ 
formance  in  reference  to  these  proposed 
regulations,  but  the  primary  objectives 
will  be  to  evaluate  the  adequacy  of  these 
standards  and  to  assess  the  status  of  the 
private  testing  laboratories  generally. 
Failure  to  meet  the  standards  set  forth 
in  the  proposed  regulations  will  not  pro¬ 
vide  an  independent  basis  for  regulatory 
action. 

The  Commissioner  emphasizes,  how¬ 
ever,  that  he  will  not  hesitate  to  initiate 
appropriate  regxUatory  action  based  upon 
the  findings  of  violations  of  law  or  serious 
deficiencies  in  the  conduct  or  reporting 
of  tests  submitted  to  PDA,  Including  any 
inspection  conducted  during  the  pilot 
program.  For  example,  if  agency  inspec¬ 
tors  should  discover  evidence  that  data 
required  to  be  submitted  to  FDA  has  been 
unlawfully  withheld  or  that  data  has 
been  misrepresented  or  falsified,  all 
available  legal  sanctions  will  be  con¬ 
sidered.  Similarly,  if  an  inspection 
should  reveal  deficiencies  in  a  submitted 
study,  or  studies,  that  are  so  serious  the 
agency  cannot  properly  rely  on  the  find¬ 
ings  reported,  the  Commissioner  or  the 
appropriate  Bureau  will  consider  neces¬ 
sary  administrative  action  with  respect 
to  the  product  involved,  such  as  initiat¬ 
ing  proceedings  to  withdraw  approval  for 
marketing. 

The  experience  of  FDA  in  enforcing 
regulations  pertaining  to  the  conduct  of 
persons  carrying  out  studies  subject  to 
the  agency’s  jurisdiction  has  indicated  a 
need  for  administrative  sanctions  in 
addition  to  court  enforcement  proceed¬ 
ings.  Criminal  prosecutions  for  violating 
these  regulations  are  serious;  they  neces¬ 
sitate  the  expenditure  o^  significant  re¬ 
sources;  and  they  usually  are  inappro¬ 
priate  when  noncompliance  does  not  re¬ 
flect  criminal  Intent,  bad  faith,  or  gross 
negligence.  Consequently,  such  actions 
are  generally  Indicated  only  for  serious 
offenses,  such  as  flagrant  violations  or 
deliberate  falsification  of  data.  Less  seri¬ 
ous  offenses  or  first  violations  should  be 
handled  through  a  system  that  is  more 
expeditious  and  less  costly,  but  equally 
effective  In  providing  incentives  to 
compliance. 


One  such  system  is  termed  the  “dis¬ 
qualification  process.**  It  has  been  iised 
in  the  past  by  FDA  to  obtain  compliance 
with  the  requirements  of  the  law  regard¬ 
ing  clinical  investigators,  and  is  currently 
codified  in  21  CFR  312.1(c)  and  511.1(c) . 
A  revision  of  these  regulations  is  now 
being  prepared  in  the  agency.  The  re¬ 
vised  version  will  be  similar  to  the  dis¬ 
qualification  r^ulaticms  proposed  for  use 
by  the  Bureau  of  Medical  Devices  and 
Diagnostic  Products  under  the  Medical 
Device  Amendments  of  1976.  (See  pro¬ 
posed  21  CFR  812.119  published  in  the 
Federal  Register  of  August  20,  1976  (41 
FR  35282).)  Disqualification,  in  the  case 
of  clinical  investigators,  has  simply 
meant  that  an  investigator  is  no  longer 
eligible  to  receive  investigational  drugs 
under  his  own  or  someone  else’s  IND  or 
INAD.  It  imposes  no  fine;  it  attaches  no 
financial  liability,  except  to  the  extent 
that  an  investigator  may  be  \mable  to 
fulfill  a  research  contract;  it  does  not 
revoke  a  medical  license  or  institutional 
privileges.  The  disqualification  of  an  in¬ 
vestigator  is  intended  to  achieve  two  ob¬ 
jectives:  First,  it  precludes  a  disqualified 
investigator  from  access  to  any  investi¬ 
gational  article  until  he  can  demonstrate 
his  ability  and  willingness  to  conform  to 
the  standards  for  conducting  investiga¬ 
tional  studies  essential  to  assure  scientifi¬ 
cally  sound  and  ethical  research;  sec¬ 
ond,  disqualification  provides  a  mecha¬ 
nism  for  refusing  to  accept  data  prepared 
by  the  investigator  in  support  of  an  ap¬ 
plication  for  a  research  or  marketing 
permit. 

The  concept  of  disqualification  appears 
reasonably  applicable  to  the  area  of  non- 
c^cal  laboratory  studies.  First,  in  both 
situations  the  agency  is  concerned  with 
comphance  by  a  particular  group  of  in¬ 
vestigators  with  the  applicable  regula¬ 
tory  standards.  Second,  in  both  situa¬ 
tions  the  regulatory  standards  focus  on 
the  process  by  which  scientific  data  are 
generated;  that  is,  the  regulatory  re¬ 
quirements  are  designed  so  that,  if  good 
faith  compliance  occurs  and  the  protocol 
is  scientifically  soimd,  there  is  reasonable 
assurance  that  the  data  generated  are 
scientifically  valid.  Third,  disqualifica¬ 
tion  eliminates  the  need  for  an  in-depth 
FDA  audit  and  review  of  each  study  per¬ 
formed  by  the  disqualified  person.  Hav¬ 
ing  found,  for  example,  that  inadequate 
records  were  made  in  several  studies, 
FDA  can  properly  presume  that  records 
in  all  of  the  researcher’s  other  studies 
are  likely  to  be  inadequate.  Disqualifi¬ 
cation  shifts  the  responsibility  of  vali¬ 
dating  data  to  the  person  offering  them, 
and  reduces  the  burdens  on  FDA  in  de¬ 
termining  whether  to  accept  the  data. 
Fourth,  utilizing  the  same  process  in 
both  areas  offers  an  advantage  because 
many  participants  in  the  development 
and  marketing  of  products  regifiated  by 
the  agency,  including  sponsors,  investi¬ 
gators,  and  agency  officials,  are  familiar 
with  it.  Finally,  the  disqualification  proc¬ 
ess  provides  the  person  an  opportunity 
to  be  heard  before  the  agency  in  his  own 
behalf.  The  Commissioner  is  aware  that 
in  some  instances,  the  sponsor  of  a  non¬ 
clinical  laboratory  study  performed  by 
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an  Independent  contract  testing  facility 
has  little  or  no  interest  in  defending  the 
quality  of  the  study  or  the  conduct 
the  facility.  The  sponsor  may,  for  ex¬ 
ample,  perceive  his  best  interKts  lie  in 
acquiescing  to  Uie  agency’s  challenge  to 
the  study;  in  these  circiunstances,  the 
person  whose  work  is  being  questicmed 
would  be  denied  any  meaningful  op¬ 
portunity  to  explain  or  Justify  the  activ¬ 
ities  that  are  in  doubt.  Disqualification 
creates  a  forum  for  jiist  such  an  ex¬ 
change.  which  is  important  for  fairness 
to  all  concerned. 

There  is  one  critical  difference  between 
the  effects  of  disqualification  of  clinical 
investigators  and  disqualification  of  non- 
clinical  testing  facilities.  A  disquaified 
Investigator  is  denied  access  to  investiga¬ 
tional  articles  because  FDA  permission 
is  required  before  he  can  be  included  in 
an  IND,  INAD,  or  IDE.  A  disqualified 
testing  facility  is  not  denied  access  to 
test  substances,  because  prior  FDA  per¬ 
mission  to  distribute  or  receive  these  is 
not  legally  required.  In  both  cases,  how¬ 
ever,  disqualificaticm  would  preclude 
consideration  of  the  investigator’s  or 
facility's  data  in  support  of  an  applica¬ 
tion  for  a  research  or  mariEetlng  permit. 
This  result,  which  is  most  critical  to  the 
decisionmaking  process  at  FDA,  also 
provides  a  most  effective  administrative 
sanction  for  significant  noncompliance 
that  cannot  be  or  has  not  been  remedied 
by  lesser  agency  actions,  e.g.,  warnings  or 
rejection  of  a  particular  study. 

For  these  reasons,  the  Cixnmissloner 
is  proposing  to  adopt  the  disqualification 
mechanism  as  the  \iltimate  admlnistra- 
tlves  actkm  for  serious  noncompliance 
with  good  laboratory  parctice  regula¬ 
tions,  except  where  criminal  or  Injimc- 
tive  acti(m  is  clearly  warranted. 

Disqualification  of  testing  facilities. 
The  regulations  governing  dii^ualifica- 
tlon  of  testing  facilities  are  proposed  to 
be  set  forth  in  Subpart  K  ot  Part  3e.  Sec¬ 
tion  3e.200  is  proposed  to  codify  the  pur¬ 
pose  of  disqualification  to  state  clearly 
the  meaning  of  this  administrative 
action. 

Grounds  for  disqualification.  The  Com- 
misioner  proposes  In  S  3e.202  to  set  forth 
grounds  upon  which  a  noncUnlcal  test¬ 
ing  facility  may  be  disqualified  and  the 
results  of  its  studies  ruled  unacceptable 
to  support  applications  for  a  research  or 
maiiceting  permit  from  the  agency.  The 
primary  function  ot  the  regvtlaticnis  on 
nonclinical  laboratory  studies  is  to  as¬ 
sure  that  the  results  of  such  studies  are 
reliable  and  can  be  utilized  in  making 
Judgments  about  the  safety  and  proper 
labeling  of  products  regulated  by  the 
agency.  Proposed  9  3e.202  contains  16 
specific  grounds  for  disqualification: 

1.  The  testing  facility  utilized  person¬ 
nel  in  carrying  out  studies  who  did  not 
satisfy  the  provisions  of  9  3e.29,  whether 
through  lack  of  qualifications  or  insuf¬ 
ficiency  in  number,  resulting  in  an  in¬ 
ability  to  ensure  accurate  performance 
of  the  duties  specified  in  the  protocoL 

2.  The  testing  facility,  in  conducting 
studies,  failed  to  deslg^te  a  study  di¬ 
rector,  as  provirded  for  In  9  3e.31. 


3.  The  testing  facility  conducted  stud¬ 
ies  without  a  suitable  mechanism  for 
quality  assurance  as  provided  for  in 
9  3e.33. 

4.  The  testing  facility  conducted  stud¬ 
ies  in  physical  facilities  which  did  not 
satisfy  the  provisions  of  Subpart  C,  and 
the  deficiencies  in  size  or  design  were 
severe  enough  to  call  into  question  the 
quality  and  integrity  of  the  laboratory 
study  and  of  the  data  collected. 

5.  The  testing  facility  conducted  stud¬ 
ies  with  equipment  that  did  not  meet  the 
requirements  of  Subpart  D  and  thus  may 
have  adversely  affected  the  health  of  the 
t^t  system,  the  nature  and  administra¬ 
tion  of  the  test  and  control  substances, 
or  the  accuracy  and  precision  of  data 
collection  operations. 

6.  The  testing  facilities  carried  out 
studies  in  the  absence  of  or  without  re¬ 
gard  to  written  standard  operating  pro¬ 
cedures  for  certain  critical  operations 
as  set  forth  in  9  3e.81,  resulting  in  the 
potential  introduction  of  unknown  vari¬ 
ations  in  study  conduct. 

7.  The  animals  used  by  the  testing  fa¬ 
cilities  in  studies  were  not  housed,  fed, 
watered,  handled,  and  identified  in  ac¬ 
cordance  with  9  3e.90  and  such  deficien¬ 
cies  were  sufBiciently  severe  to  alter  or 
mask  effects  of  the  test  or  control  sub¬ 
stance  upon  the  animals  or  to  prevent 
adequate  identification  of  treated  and 
nontreated  animals. 

8.  The  testing  facility  did  not  have  or 
did  not  follow  procedures  necessary  for 
determining  and  documenting  the  iden¬ 
tity,  strength,  quality,  and  pimity  of  test 
and  control  substances  and  Uie  uni¬ 
formity  and  concentration  of  test  and 
control  substance  carrier  mixtures  as  set 
forth  in  Subpart  F,  calling  into  question 
any  quantitative  conclusions  relating  to 
dose  response. 

9.  Nonclinical  laboratory  studies  were 
conducted  by  the  testing  facility  in  the 
absence  of  a  written  protocol  containing 
the  information  set  forth  in  9  3e.l20. 
Protocols  are  of  great  Importance,  and 
the  absence  of  protocols  is  always  suffi¬ 
ciently  serious  to  Justify  disqualification. 

10.  The  testing  facility  did  not  collect, 
review,  sign,  and  date  all  data  generated 
in  nonclinical  laboratory  studies  in  ac¬ 
cordance  wtth'9  3e.l30  and  such  defi¬ 
ciencies  are  sufficiently  severe  as  to  call 
into  question  the  validity  of  data  upon 
which  substantive  final  conclusions  on 
the  safety  of  the  test  substance  are 
b^ed. 

11.  The  testing  facility  did  not  mon¬ 
itor  test  systems  in  conformity  with  pro¬ 
tocols,  and  specimens  were  not  properly 
identified  in  accordance  with  9  3e.l30: 
and  such  deviations  were  sufficiently  se¬ 
vere  as  to  call  into  question  the  validity 
of  data  on  which  substantive  conclusions 
are  based. 

12.  The  final  study  reports  prepared 
by  the  testing  facility  do  not  meet  the 
requirements  of  9  3e.l85  and  as  a  re¬ 
sult  are  misleading  or  inconclusive  with 
regard  to  the  objectives,  procedures,  re¬ 
sults  and  implications  of  the  studies. 

13.  The  raw  data,  dociunentatlon,  in¬ 
formation,  protocol,  final  reports,,  and 


specimens  generated  during  nonclinical 
laboratory  studies  have  not  be<m  re¬ 
tained  by  the  testing  facility  in  accord¬ 
ance  with  9  3e.l90,  resulting  in  a  loss  of 
ability  to  review  the  conclusions  and 
assess  the  quality  and  Integrity  of  the 
studies. 

14.  The  raw  (&ita,  documentation,  in¬ 
formation,  protoe<d,  final  reports,  and 
specimens  generated  durhig  nonclinical 
laboratory  studies  have  not  been  re¬ 
tained  by  the  testing  facility  for  the 
minimum  period  of  time  specified  in 
9  3e.l95. 

15.  The  testing  facility  refused  to  per¬ 
mit  an  inspection  of  the  facilities  tised 
in  studies,  or  an  inspection  and  copy¬ 
ing  of  records  and  reports  made  during 
or  on  completion  of  the  studies,  by  an 
authorized  representative  of  the  spon¬ 
sor,  if  any,  or  by  FDA.  As  discussed  be¬ 
low  in  this  preamble,  the  agency  must 
be  able  to  verify  submitted  data  before 
it  can  rely  upon  such  data  to  reach  a 
regulatory  decision. 

16.  The  testing  facility  falsified  any 
record  or  report  or  deliberately  with¬ 
held  any  report  required  by  the  good 
laboratory  practice  regulations. 

Notice  of  and  opportunity  for  a  hear¬ 
ing  on  proposed  disqualification.  The 
Commissioner  proposes  to  establish  a 
uniform  procedure  to  be  followed  by  the 
various  FDA  Bureaus  regulating  or  re¬ 
viewing  nonclinical  laboratory  studies 
on  products  and  test  substances  subject 
to  FDA  Jurisdiction.  Each  Bureau  will 
be  initially  responsible  for  administer¬ 
ing  good  laboratory  practice  require¬ 
ments  for  the  products  and  substances 
under  its  pmndew,  as  part  of  receiving 
applications  for  research  and  marketing 
permits  submitted  to  that  Bureau.  In 
those  cases  where  rejection  of  specific 
studies  and  other  remedies  are  inade¬ 
quate  to  achieve  compliance,  however, 
action  will  be  referred  to  the  office  of 
the  Commissioner.  Under  the  proposed 
regulations,  disqualification  would  be 
proposed  by  the  Associate  Commissioner 
for  Compliance.  After  consideration  of 
the  recommendations  of  the  Bureaus  in¬ 
volved,  notice  of  the  proposed  action 
would  be  provided  to  the  testing  facility; 
there  would  be  an  opportunity  for  a 
regulatory  hearing  before  the  Commis¬ 
sioner  or  a  person  designated  by  him; 
and  final  action  on  the  proposed  dis¬ 
qualification  would  be  taken  only  by  the 
Commissioner. 

The  written  notice  issued  to  the  test¬ 
ing  facility  upon  commencement  of  a 
disqualification  proceeding  shall  contain 
the  following  items  of  Infbrmation,  in 
accordance  with  21 CFR  2.510(a) : 

(1)  The  notice  shall  specify  the  facts 
and  set  forth  the  specific  paragraphs  of 
9  3e.202  which  are  believed  to  justify 
disqualification. 

(2)  The  notice  shall  state  that  the 
testing  facility  has  an  opportunity  for 
a  regulatory  hearing  on  the  proposed 
disqualificati(»i  before  the  Commis- 
sicmer,  or  a  person  designated  by  him, 
and  that  such  hearing  will  be  conducted 
in  accordance  with  Subpart  P  of  21  CFR 
Part  2.  the  FDA  procedural  regulations. 
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(3)  The  notice  shall  state  the  time 
within  which  a  hearing  may  be  requested, 
which  shall  be  not  less  than  3  woi^ing 
days  from  the  receipt  of  the  notice. 

(4)  The  notice  shall  contain  the  name, 
address,  and  telephone  number  of  the 
FDA  official  who  has  been  designated 
by  the  Commissioner  as  presiding  officer 
for  the  regulatory  hearing  and  to  whom 
any  request  may  be  filed  by  registered 
mail,  telegram,  telex,  personal  delivery, 
or  any  other  mode  of  written  commimi- 
cation. 

In  the  past  under  the  disqualification 
regulations  pertaining  to  clinical  inves¬ 
tigators,  the  Bureau  of  Drugs  has  pro¬ 
vided  an  “informal”  conference  with  the 
officer  who  issued  the  notice  before  the 
“formal”  disqualification  hearing  (see  21 
CPR  312.1(c)(1)).  The  conferences  fre¬ 
quently  had  many  formal  trappings,  such 
as  stenographic  transcripts.  The  confer¬ 
ences  were  often  followed  by  the  con¬ 
templated  hearing  by  the  officer  deciding 
on  the  disqualification.  This  process 
doubled  the  time  and  expense  of  all  the 
parties — FDA,  the  investigator,  and  the 
sponsor,  if  it  were  involved — without  dis¬ 
cernible  benefit.  The  Commissioner  has 
therefore  decided  not  to  provide  for  such 
an  informal  conference  in  these  regula¬ 
tions.  The  procedures  proposed  should 
provide  adequate  flexibility  and  fairness 
to  £dl  parties. 

Final  Order  on  Disqualification 

If,  after  the  regulatory  hearing  or 
after  the  time  for  requesting  a  hearing 
expires  without  a  request  being  made,  the 
Commisi^ioner  determines,  upon  an  eval¬ 
uation  of  the  administrative  record,  that 
the  testing  facility  is  responsible  for  any 
of  the  acts  or  omissions  specified  in  the 
notice  proposing  disqualification  and  has 
not  adequately  explained  its  conduct, 
he  shall  prepare  and  issue  a  final  order 
disqualifying  the  facility.  Proposed 
i  3e.206  provides  that  the  final  order 
shall  include  a  statement  of  the  basis 
for  the  disqualification.  Once  a  final  or¬ 
der  has  been  issued,  the  Commissioner 
shall  so  notify  the  testing  facility. 

If,  after  the  regulatory  hearing  or 
after  the  time  for  requesting  a  hearing 
expires  without  a  request  being  made, 
the  Commissioner  determines,  upon  re¬ 
viewing  the  administrative  record,  that 
the  testing  facility  is  not  respKinsible  for 
the  acts  or  omissions  specified  in  the 
notice  proposing  disqualification,  or  that 
the  facility  is  responsible  but  has  ade¬ 
quately  explained  its  conduct,  he, shall 
issue  a  final  order  terminating  the  dis¬ 
qualification  proceeding  and  shall  in¬ 
clude  a  statement  of  the  basis  for  his 
decision  to  terminate  the  proceeding. 
After  such  a  fijial  order  has  been  issued, 
the  Commissioner  shall  so  notify  the 
testing  facility. 

Actions  upon  disqualification.  Once  a 
testing  facility  has  been  disqualified, 
proposed  $  3e.210  provides  that  each  ap¬ 
plication  for  a  research  or  market!^ 
permit,  approved  or  not,  that  contains  or 
relies  upon  any  nonclinical  laboratory 
study  p^ormed  by  that  testing  facility 
may  be  examined  to  determine  whether 
the  study  was,  or  would  be,  essential  to 
PDA’s  decision  to  approve  the  applica¬ 


tion.  If  it  is  determined  that,  without 
the  results  of  the  study,  an  investiga¬ 
tional  study  would  not  have  been  allowed 
to  proceed  or  that  a  product  application 
or  mcmograi^i  would  not  have  be^  ap¬ 
proved,  FDA  will  then  detmnine  whether 
the  study  is  acceptable,  notwithstanding 
disqualificaticm.  Any  study  done  by  a 
testing  facility  before  or  after  disquali¬ 
fication  may  be  presumed  to  be  unac¬ 
ceptable,  and  the  person  relying  on  the 
study  may  be  required  to  establish  that 
the  study  was  not  affected  by  the  cir¬ 
cumstances  that  led  to  disqualification. 
This  may  include  requiring  the  spwisor 
or  applicant  to  submit  validating  infor¬ 
mation.  If  FDA  determines  that  the  study 
is  not  acceptable,  the  study  will  be  elimi¬ 
nated  from  consideration  of  the  applica¬ 
tion  for  a  research  or  marketing  permit. 
Elimination  of  such  data  will  serve  as 
“new  information”  justifying  termina¬ 
tion  of  an  investigational  study  (e.g., 
IND  or  IDE) ,  the  withdrawal  of  approval 
of  a  product  license  (e.g.,  NDA  or  bio¬ 
logical  product  license),  or  the  revoca¬ 
tion  of  a  product,  monograph,  or  stand¬ 
ard  (e.g.,  antibiotic  mcmograph,  in  vitro 
diagnostic  product  standard  or  a  radia¬ 
tion-emitting  product  standard) . 

The  Commissioner  advises  that  it  is 
not  necessaiy  that  a  testing  facility  be 
disqualified  in  order  for  the  agency  to 
reject  consideration  of  a  particular  non¬ 
clinical  laboratory  study  in  support  of 
an  application  for  a  research  or  market¬ 
ing  permit.  The  criteria  set  forth  in  the 
statute  and  regulations  applicable  to 
each  type  of  application,  togeth^  with 
the  good  laboratory  practice  regulations, 
will  still  be  used  to  judge  the  scientific 
validity  and  meaning  of  nonclinioal 
laboratory  studies.  The  agency  may 
apply  the  good  laboratory  practice  regu¬ 
lations  to  a  particular  study  and  deter¬ 
mine  that  the  study  is  so  inadequate  that 
it  will  not  support  a  claim  of  safety  of  a 
product.  If  the  sponsor  of  a  product  or  a 
testing  facility  that  conducted  the  study 
wishes  to  contest  this  finding,  the  op¬ 
portunity  to  do  so  will  be  provided  in  the 
procedures  for  denying  or  withdrawing 
the  approval  of  the  implication.  The 
Commissioner  believes  that  it  is  not  in 
the  public  Interest  to  provide  a  two-step 
process  whereby  a  particular  study  would 
be  disqualified  under  procedures  similar 
to  those  proposed  in  Subpart  K  and  then 
the  application  itself  would  be  denied 
under  procedures  set  forth  in  other 
regulations.  Efficiency  and  fairness  to  all 
concerned  suggest  that  these  issues  be 
resolved  at  the  same  time  in  one  pro¬ 
ceeding,  if  that  is  required;  it  may  be 
that,  although  a  particular  study  is  not 
acceptable,  other  data  and  information 
in  the  application  will  support  a  prod¬ 
uct’s  safety,  and  therefore  no  proceed¬ 
ing  is  necessary  to  rule  on  the  accept¬ 
ability  of  the  particiUar  study.  Likewise, 
the  agency  may  choose  to  reject  individ¬ 
ual  studies  without  disqualifying  the 
testing  facility,  when,  for  example,  the 
studies  were  performed  at  a  period  when 
the  facility  was  not  in  compliance  with 
good  laboratory  practice  regulations  but 
has  .,§|nce  come  into  compliance.  The 
Commissioner  further  advises  that  it  is 
likely  that  the  usual  formal  regulatory 


action  taken  for  noncompliance  with 
good  laboratory  practice  regulations  will 
be  rejection  of  individual  studies  and 
that  disqualification  of  the  testing 
facility  will  be  reserved  for  those  cases 
where  the  rejecti<m  of  a  particular  study 
is  an  inadequate  regulatory  response. 

Public  disclosure  of  information  upon 
disqualification.  'Hie  Food  and  Drug  Ad¬ 
ministration  believes  that  information 
regarding  the  disqualification  of  a  testing 
facility  should  be  transmitted  to  other 
Federal  agencies  supporting  nonclinical 
laboratory  research  or  reviewing  such 
studies  for  regulatory  purposes  and, 
where  apprcmrlate,  to  others  such  as 
State  and  local  licensing  authorities.  It 
is  recognized,  however,  that  the  conse¬ 
quences  of  such  notice  are  obvious  and 
could  include  termination  of  a  grant  or 
contract,  disciplinary  proceedings  by 
licensing  boards  or  professional  societies, 
and  other  damage  to  the  reputation  and 
business  of  the  testing  facility. 

In  1971  the  Supreme  Court  held,  in 
“Wisconsin  v.  Constantineau,”  400  UJ3. 
433;  “Where  a  person’s  good  name,  rep¬ 
utation,  honor,  or  integrity  is  at  stake 
because  of  what  the  government  is  doing 
to  him,  notice  and  an  opportunity  to  be 
heard  are  essenttal.”  That  notice  must 
include  a  full  statement  of  the  conse¬ 
quences  of  the  decision  once  reached. 
The  Chief  Counsel  of  the  FDA  has  ad¬ 
vised  that  the  agency,  because  of  the 
“Constantineau”  decision,  may  not  af¬ 
firmatively  notify  persons  with  whom  the 
disqualifi^  testing  facility  has  profes¬ 
sional  relations  of  FDA’s  administrative 
action,  without  first  warning  the  testing 
facility  that  such  notice  is  one  of  the 
consequences  of  disqualification.  More¬ 
over,  this  warning  should  be  given  both 
in  FDA  regulations  and  in  the  notice  to 
the  faculty  at  the  time  disqualification  is 
proposed.  Only  by  having  such  notice  can 
the  testing  facUity  make  a  determination 
as  to  whether  and  how  to  protest  its 
rights. 

Hie  Commissioner  proposes  in  $  3e.213 
(a)  to  authorize  the  PDA  to  notify  other 
Federal  agencies  or  other  persons,  such 
as  appropriate  State  or  local  licensing 
authority,  that  a  testing  facility  has  been 
disqualified  by  FDA  when  the  Commis¬ 
sioner  believes  that  such  disclosure  would 
further  the  public  interest  or  would  pro¬ 
mote  compliance  with  the  good  labora¬ 
tory  practice  regulations.  This  determi¬ 
nation  is  within  the  discretion  of  the 
Commissioner  and  may  be  made  after 
consideration  of  the  circumstances  justi¬ 
fying  the  disqualification,  thi  mitigating 
conditions,  and  the  degree  to  which  other 
Institutions  or  persons  have  an  involve¬ 
ment  in  the  (Higoing  activities  of  the  test¬ 
ing  facilities.  Because  notification  of  dis¬ 
qualification.  without  more  information, 
might  unduly  prejudice  the  testing  facu¬ 
lty,  the  Commissioner  shaU  provide  a 
copy  of  the  final  order  issued  under  pro¬ 
posed  §  3e.206(a)  and  shall  state  that 
the  disqualification  constitutes  a  deter¬ 
mination  by  PDA  that  a  nonclinical  lab¬ 
oratory  study  performed  by  the  testing 
facility  wUl  not  be  considered  by  the 
agency  in  support  of  any  appUcation  for 
a  research  or  marketing  permit.  If  notice 
is  sent  to  another  Federal  government 
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agency,  PDA  will  recwnmend  that  that 
agency  also  consider  whether  it  should 
accept  nMiclinical  laboratory  studies 
performed  by  that  testing  facility.  If  no¬ 
tice  is  sent  to  anyone  else  (e.g.,  a  State  or 
local  licensing  authority) ,  PDA  will  not 
advise  or  recommend  that  any  action  be 
taken  upon  the  matter.  A  copy  of  each 
notification  shall  be  given  to  the  testing 
facility. 

A  determination  that  a  testing  facility 
has  been  disqualified  and  the  administra¬ 
tive  record  regarding  such  determination 
are  disclosable  to  the  public  under  the 
Preedom  of  Information  Act  (5  U.S.C. 
552)  and  under  PDA  public  information 
regulations  (21  CPR  Part  4)  as  records 
relating  to  the  administrative  enforce¬ 
ment  action  that  has  been  completed. 
This  is  stated  in  proposed  §  3e.213(b) . 

Alternative  or  additional  actions  to 
disqualification.  Since  disqualification  of 
a  testing  facility  may  be  neither  a  suffi¬ 
cient  nor  an  appropriate  sanction  in 
every  case,  the  Commissioner  believes 
that  disqualification  must  be  independent 
of,  and  neithet  in  lieu  of  nor  a  precon¬ 
dition  to,  other  proceedings  or  actions 
authorized  by  the  law.  PrtHJOsed  9  3e.215 
makes  clear,  therefore,  that  FDA  may  at 
any  time  institute  against  a  testing  fa¬ 
cility,  and/or  against  the  sponsor  of  a 
nonclinlcal  laboratory  study  that  has 
been  submitted  to  PDA,  any  appropri¬ 
ate  judicial  proceedings  (civil  or  crimi¬ 
nal)  and  any  other  appropriate  regula¬ 
tory  acti<m  in  addition  to  or  in  lieu  of, 
and  prior  to,  simultaneously  with,  or 
subse^ent  to,  disqualification. ,  This 
would,  of  course.  Include  refusal  to  con¬ 
sider  a  particular  study  in  support  of  a 
particular  application,  the  regulatory  ac¬ 
tion  which  probably  will  be  most  com¬ 
monly  used  in  the  near  future  for  signifi¬ 
cant  noncomi^ance  with  good  labora-x 
tory  practice  regulations. 

The  agency  may  also  refer' the  matter 
to  another  Federal,  State,  or  local  law  en¬ 
forcement  or  regffiatory  agency  for  such 
action  as  that  agency  deems  appropriate. 

Suspension  or  termination  of  testing 
facility  "by  a  sponsor.  Because  the  Com¬ 
missioner  believes  it  is  important  that 
the  sponsor  of  a  nonclinlcal  laboratory 
study  be  able  to  terminate  or  suspend  a 
testing  facility  at  any  time  from  further 
participation  in  the  study  it  is  conduct¬ 
ing  for  the  sponsor,  proposed  9  3e.217 
makes  clear  that  the  sponsor  has  such 
authority  and  may  suspend  or  terminate 
the  facility,  whether  or  not  PDA  has 
commenced  any  action  to  disqualify  that 
facility.  Further,  in  taking  such  action, 
the  sponsor  is  not  limited  to  the  grounds 
or  required  to  use  the  procedures  for  dis- 
,  qualification  that  are  set  forth  in  the 
'  proposed  regffiation.  The  sponsor  is  re¬ 
quired,  however,  to  advise  FDA  of  this 
action,  including  the  reasons  for  it,  with¬ 
in  5  working  days  if  the  study  is  being 
conducted  as  part  of  any  application  for 
a  research  or  marketing  permit  already 
submitted  to  FDA.  Even  where  a  sponsor 
terminates  or  suspends  a  testing  facility’s 
work,  the  sponsor  must,  retain  all  reports 
on  the  work  and,  when  otherwise  re¬ 
quired  by  FDA  (e.g.,  as  part  of  an  appli¬ 
cation  for  a  research  or  marketing  per¬ 
mit)  ,  submit  such  reports  to  the  agency. 


Reinstatement  of  a  disqualified  testing 
facility.  Under  this  proposal,  disquali¬ 
fication  serves  as  a  barrier  to  having  the 
results  of  future  nonclinlcal  laboratory 
studies  considered  in  support  of  appli¬ 
cations  for  research  or  marketing  per¬ 
mits  for  an  indefinite  period  of  time  until 
the  testing  facility  is  reinstated  by  the 
agency.  The  Commissioner  is  of  the  opin¬ 
ion  that  disqu£dification  should  be  of 
indeterminate  duration.  The  sanction  is 
not  a  punishment  for  past  actions  but  a 
remedial  action  to  prevent  future  viola¬ 
tions  and  to  assure  that  data  in  support 
of  applications  is  produced  under  cir¬ 
cumstances  that  increase  the  likelihood 
of  their  scientific  validity.  It  accom¬ 
plishes  this  by  limiting  the  facility’s  abil¬ 
ity  to  conduct  fxuiher  testing  that  might 
be  submitted  to  the  FDA  until  it  comes 
into  compliance,  and  by  providing  a  de¬ 
terrent  to  others  to  avoid  violations. 
Thus,  disqualification  should  continue 
imtil  the  agency  finds  that  the  testing 
facility  can  fulfill  the  requirements  im¬ 
posed  under  the  good  laboratory  practice 
regulations  and  will  do  so  in  the  future. 

Proposed  9  3e.219  authorizes  the  Com¬ 
missioner  to  reinstate  a  testing  facility 
(i.e.,  determine  that  its  studies  may  once 
again  be  considered  in  support  of  appli¬ 
cations  for  research  or  marketing  per¬ 
mits),  if  he  finds  that  the  facility  can 
provide  adequate  assurances  that  it  will 
conduct  future  studies  in  cqmpllance 
with  the  requirements  of  the  godd  labor¬ 
atory  practice  regulatimis.  A  testing  fa¬ 
cility  that  wishes  to  be  reinstated  shall 
explain  to  the  Commissioner  why  it  be¬ 
lieves  it  should  be  reinstated,  including 
a  detailed  description  of  the  corrective 
acticms  it  has  taken  or  intends  to  take  to 
assure  that  the  acts  or  omissions  which 
led  to  its  disqualification  will  not  recur. 
Reinstat^ent  may  be  contingent  upon 
the  facility’s  passing  an  FDA  inspection 
during  the  study.  In  fairness  to  the  test- 
ingvfacility,  all  persons  or  organizations 
notified  imder  proposed  §  3e.213(a)  oi 
the  facility’s  previous  disqualification 
must  be  notified  when  that  facility  is 
later  reinstated;  the  proposed  9  3e.219  so 
provides. 

A  determination  that  a  testing  facility 
has  been  reinstated  is  disclosable  to  the 
public  under  the  Freedom  ot  Information 
Act  (5  U.S.C.  552)  and  imder  Part  4  (21 
CPR  Part  4)  as  records  relating  to  com¬ 
pleted  administrative  enforcement  ac¬ 
tions. 

Legal  Authority 

The  results  of  literally  hundreds  of 
nonclinlcal  laboratory  studies  are  sub¬ 
mitted  to  FDA  each  year  by  persons  see¬ 
ing  regulatory  action  by  the  agency.  To 
obtain  a  marketing  license,  animal  test 
data  are  offered  to  support  the  safety  of 
a  product,  e.g.,  a  food  or  color  additive, 
a  drug  or  biologic  for  human  or  veteri¬ 
nary  use,  or  a  medical  device.  Even  where 
a  license  is  not  required  or  already  has 
issued,  such  data  may  be  relied  upon  to 
demonstrate  the  bioavailability  of  a  mar¬ 
keted  drug,  the  general  recognition  of 
safety  of  a  product,  or  the  absence  of 
any  need  for  premarket  approval  or  a 
product  standard  for  a  device.  Given  the 
enormous  volume  of  nonclinlcal  labora¬ 


tory  studies  filed  with  FDA,  the  varieties 
of  scientific  and  regulatory  review  that 
must  be  devoted  to  these  studies  apart 
from  determhiing  the  basic  validity,  e.g., 
to  Interpret  the  results  and  to  evaluate 
the  status  of  the  affected  products  in 
light  of  the  results,  and  the  limited  re¬ 
sources  within  the  agency,  the  Ccanmis- 
sloner  believes  that  FDA  must  have  a 
way  to  screen  those  studies  that  are  likely 
to  be  imreliable  and  therefore  warrant 
little  further  ^valuation  from  those  that 
are  acceptable.  The  promulgation  of 
good  laboratory  practice  regulations  pro¬ 
vides  one  set  of  criteria  for  making  this 
judgment.  While  compliance  with  the 
regulations  does  not  guarantee  the  qual¬ 
ity  and  integrity  of  a  nonclinlcal  labora¬ 
tory  study,  failure  to  ccxnply  increases 
substantially  the  probability  that  the  re¬ 
sults  will  not  be  of  high  quality  and  in¬ 
tegrity.  Moreover,  as  noted  elsewhere  in 
this  preamble,  the  regulations  reflect 
principles  recognized  by  the  scientific 
community  as  essential  to  sound  n<Hi- 
clinical  research.  Thus,  these  regulations 
will  assist  PDA  in  identifying  those  stud¬ 
ies  that  cannot  be  considered  in  support 
of  an  application  for  a  research  or  mar¬ 
keting  permit. 

Under  section  701(a)  of  the  act  (21 
U.S.C.  371(a) ) ,  the  Ccxnmissioner  is  em¬ 
powered  to  promulgate  regulations  for 
the  efficient  enforcement  of  the  act.  Pre¬ 
viously,  the  Commissioner  has  issued 
regulations  (21  CTR  314.111(a)(5))  for 
determining  whether  a  clinical  investiga¬ 
tion  of  a  drug  intended  for  human  use. 
among  other  things,  was  scientifically 
reliable  and  valid  (in  the  words  of  section 
505(d)  of  the  act,  “adequate  and  well- 
controlled’’)  to  sui^rt  approval  of  the 
drug.  These  regulations  were  also  issued 
under  section  701  (a)  of  the  act  and  have 
been  upheld  by  the  Supreme  Court  (see 
Weinberger  v.  Hynson,  Westcott  <fe  Dun¬ 
ning.  Inc.,  412  UJ3,  609  (1973) ;  see  also 
Upjohn  Co.  V.  Finch,  422  P.2d  944  (6th 
Cir.  1970)  and  Pharmaceutical  Manufac¬ 
turers  Association  v.  Richardson,  318  P. 
Supp.  301  (D.  Del,  1970) ) . 

The  Cwmnlssioner  has  therefore  con¬ 
cluded  that  legal  authority  to  promul¬ 
gate  good  laboratory  practice  regulations 
exists  under  section  701(a)  of  the  act,  as 
essential  to  enforcement  of  the  agency’s 
responsibilities  under  sections  406,  408, 
409,  502,  503,  505,  506,  507,  510,  512,  513, 
514,  515,  516,  518,  519,  520,  706,  and  801 
of  the  Federal  Pood,  Drug,  and  Cosmetic 
Act,  as  well  as  the  responsibilities  of  FDA 
under  sections  351  and  354-360P  of  the 
Public  Health  Service  Act.  Regardless  of 
whether  such  regulations-  would  have 
been  necessary  before  the  discovery  of 
serious  and  apparently  -widespread  prob¬ 
lems  with  the  reliability  of  nonclinlcal 
laboratory  studies,  it  is  now  imperative 
that  FDA  establish  regulations  to  reduce 
these  problems. 

It  follows  from  the  authority  to  pro¬ 
mulgate  good  laboratory  practice  regula¬ 
tions  that  FDA  also  has  authority  to 
prescribe  the  terms  on  which  it  will  ac¬ 
cept  data  generated  by  nonclinlcal  test¬ 
ing  facilities.  Thei^ore,  the  proposed 
regulations  provide  in  9  e3.15  that  the 
agency  will  not  consider  a  nonclinlcal 
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laboratory  study  in  support  of  an  appli¬ 
cation  for  a  research  or  mai^eting  per¬ 
mit  unless  the  testing  facility  that  con¬ 
ducted  the  study  consents  to  FDA  Inspec¬ 
tion,  and  in  !  3e.202(o)  that  the  agency 
may  disqualify  a  testing  facility  that  re¬ 
fuses  to  permit  an  inspection.  The  Com¬ 
missioner  believes  this  does  not  infringe 
on  any  right  or  obligations  of  a  testing 
facility.  The  facility  may  at  any  time 
withdraw  its  consent  to  inspection,  either 
to  exercise  its  own  rights  or  to  protect  the 
confidentiality  of  a  sponsor  who  has  for¬ 
bidden  any  release  of  Information  imder 
its  grant  or  contract.  In  this  event,  how¬ 
ever,  FDA  will  not  consider  the  results 
of  the  study  and  may  consider  disqual¬ 
ifying  the  facility  as  a  fiiture  source  of 
nonclinical  laboratory  studies.  This  may 
adversely  affect  the  status  of  an  applica¬ 
tion  submitted  by  a  third  person,  e.g.,  the 
sponsor  of  a  study  under  a  contract,  but 
this  is  strictly  a  matter  between  those 
parties.  In  proposed  §  Se.lO,  the  Ccnnmis- 
sloner  advises  all  persons  who  sponsor 
or  perform  imder  contract  nonclinical 
laboratory  studies  that  may  be  submitted 
to  FDA  to  consider  inclusion  in  the  con¬ 
tract  of  provisions  regarding  FDA  in¬ 
spections.  Such  provision  is  especially 
Important  if  the  testing  facility  is  not 
otherwise  aware  that  the  results  of  the 
study  may  be  submitted  to  FDA. 

Inspections  of  many,  perhaps  most, 
testing  facilities  will  not  be  ccmditioned 
upon  consent.  Under  section  704(a)  of 
the  act,  FDA  may  inspect  establishments, 
including  consulting  laboratories,  in 
which  certain  drugs  and  devices  are  proc¬ 
essed  or  held,  and  may  examine  research 
data  that  would  be  subject  to  reporting 
and  inspection  pursuant  to  section  505  (i) 
or  (j)  or  507  (d)  or  (g)  of  the  act.  In 
addition,  any  establishment  registered 
under  section  510(h)  of  the  act  is  sub¬ 
ject  to  Ini^Dection  \mder  section  704  of 
the  act.  Thus,  most  manufacturing  firms 
that  conduct  in-house  nonclinical 
laboratory  studies  on  drugs  and  devices, 
and  those  contract  laboratories  working 
for  such  firms,  would  be  subject  to  FDA 
Inspection  whether  or  not  they  con¬ 
sented. 

The  Ccxnmlssioner  has  reviewed  the 
potential  environmental  Impact  of  the 
proposed  regulation  and  has  concluded 
that  the  proposed  action  will  not  signifi¬ 
cantly  affect  the  quality  of  the  human 
envlnniment  and  that  an  environmental 
Impact  statement  is  not  required.  Copies 

the  environmental  Impact  analysis  re¬ 
port  and  ^vironmental  Impact  assess¬ 
ments  are  on  file  with  the  Hearing  Clerk, 
Fhod  and  Drug  AdmlnistratlMi. 

For  reasons  set  forth  in  the  agency’s 
infiation  impact  assessment  on  file  with 
the  Hearing  Clerk,  it  is  believed  that  this 
proposal  would  not  cause  a  major  infla¬ 
tion  impcu:t,  as  defined  by  Executive 
Order  11821,  OMB  Circular  A-107,  and 
the  Guidelines  Issued  by  the  Department 
of  Health,  Education,  and  Welfare. 

However,  the  Commissioner  recognizes 
that  these  proposed  regulations  may  have 
economic,  or  Inflation,  Implications  for 
laboratories  engaged  in  toxicity  testing 
on  animals.  The  extent  of  the  impact  on 
laboratories  cannot  be  precise^  esti¬ 
mated  at  this  time  because  the  degree 
to  which  laboratories  will  have  to  mod¬ 


ify  their  present  laboratory  procedures 
to  comply  with  the  proposed  standards 
is  unknown.  Also,  little  has  been  pub¬ 
lished  about  the  economic  characteristics 
of  the  laboratories,  such  as  their  reve¬ 
nues.  number  of  employees,  operating 
costs,  and  so  forth.  These  data  are 
necessary  to  evaluate  the  potential  im¬ 
pact  of  the  pr(^x>sed  regulations  accord¬ 
ing  to  the  six  criteria  that  have  been 
established  for  determining  whether  a 
major  impact  has  been  caused. 

The  agency  plans  to  inspect  a  sta¬ 
tistically  drawn  sample  of  nonclinical 
laboratories  before  Issuing  a  final  regula¬ 
tion  on  good  laboratory  practices.  The 
inspections  will  provide  information  on 
the  congruence  or  disparity  between  cur¬ 
rent  procedures  and  proposed  standards. 
More  data  are  needed,  however,  to  pre¬ 
cisely  estimate  the  infiation  impact  of 
these  proposed  regulations.  For  example, 
an  Inflation  impact  analysis  requires  In- 
formaticm  on  projected  costs  for  labora¬ 
tory  modifications  as  well  as  general  in¬ 
formation  about  the  economic  charac¬ 
teristics  ^f  the  industry.  Consequently, 
the  Commissioner  invites  comments  from 
Industry,  consiuners,  and  other  parties 
which  would  address  the  following: 

1.  Added  operating  and  capital  costs 
that  would  be  incurred  to  comply  with 
the  proposed  regulaticms. 

2.  Number  of  employees,  if  any,  that 
would  be  hired  or  released  for  reasons 
related  to  the  proposal. 

3.  Ccxnpetitlve  advantage  or  disadvan¬ 
tage  attributable  to  the  pr(q;x)sal. 

4.  Characteristics  of  the  nonclinical 
laboratory  industry  as  a  whole,  such  as 
number  of  laboratories  affected  by  the 
proposal,  employment,  annual  revenues. 

5.  Suggesticms  for  reasonable  alterna¬ 
tives  and  a  comparative  analysis  of  their 
costs  and  benefits.  Respondents  should 
cite  specific  provisions  of  the  proposed 
reguhitions  and  how  they  have  been  in¬ 
terpreted  when  submitting  materials 
pertaining  to  impact.  Estimates  should  be 
documented. 

The  Commissioner  will  make  publicly 
available  a  report  («  the  infiation  im¬ 
pact  of  these  regulations  at  the  time  they 
are  made  final. 

Therefore,  (mder  the  Federal  Food, 
Drug,  and  Cosmetic  Act  (secs.  406,  408, 
409,  502,  503,  505,  506,  507,  510,  512-516, 
518-520,  701(a),  706,  and  801,  52  Stat. 
1049-1053  as  amended,  1055,  1058  as 
amended,  55  Stat.  851  as  amended,  59 
Stat.  463  as  amended,  68  Stat.  511-517 
as  amended,  72  Stat.  1785-1788  as 
amended,  76  Stat.  794  as  amended,  82 
Stat.  343-351.  90  Stat.  539-574  (21  U.S.C. 
346,  346a,  348,  352,  353,  355,  356,  357,  360, 
360b-360f.  360h-360j,  371(a).  376,  and 
381) )  and  the  Public  Health  Service  Act 
(secs.  215,  351,  354-360F,  58  Stat.  690, 
702  as  amend^  82  Stat.  1173-1186  as 
amended  (42  U.S.C.  216, 262. 236bX23fo) ) 
and  under  authority  ddegated  to  him 
(21  CFR  5.1)  (recodification  published 
in  the  Federal  Register  of  June  15,  1976 
(41  FR  24262) ) ,  the  Commissioner  pro¬ 
poses  that  Chapter  I  cff  Title  21  of  the 
Code  (ff  Federal  Regulations  be  amended 
as  follows: 

SUBCHAPTER  A— GENERAL 

1.  By  establishing  new  Part  3e  to  read 
as  follows: 


PART  3e— GOOD  LABORATORY  PRAC¬ 
TICE  FOR  NONCLINICAL  LABORATORY 
STUDIES 

Subpart  A — General  Proviaiont 

Sec. 

Se.l  Scope. 

Se.S  Definitions. 

Se.lO  Applicability  to  studies  performed 
under  grants  and  c<»itracts. 

Se.lS  Inspection  of  a  testing  faciUty. 

Subpart  B — Organization  and  Pertonrtel 
3e.29  Personnel. 

SeAl  Study  director. 

3e33  Quality  assurance  unit. 

3e.36  Access  to  professional  assistance. 

Subpart  C — FacHItle* 

Se.41  OeneraL 

8e.4S  Animal  care  facUlUes. 

8e.45  Animal  supply  facilities. 

Se.47  Facilities  for  handling  test  and  con¬ 
trol  substances. 

3e.49  Laboratory  operatlcm  faculties. 

Sefil  Specimen  and  data  stwage  faculties. 

3e.53  Administrative  and  personnel  facili¬ 

ties. 

Subpart  D — Erpiipment 
3e.61  Ekiulpment  design. 

3e.63  Maintenance  and  calibration  of 

equipment. 

Subpart  E — Tastiitg  FuilRy  Operatien 
8e.81  Standard  operating  procedures. 

3e.83  Reagents  and  solutions. 

3e.90  Animal  care. 

Subpart  F — ^Test  and  Control  SubstarKOs 
Se.lOS  Test  and  control  substance  charac¬ 
terization. 

3e.l07  Test  and  control  substance  handling. 
Se.l  13  Mixture  of  substances  with  carrlera. 
3e.ll6  Handling  of  carcinogenic  substances. 

Subpart  G — Protocol  For  and  Conduct  of  A 
Nottclinical  Laboratory  Study 

8e.l20  Protocol. 

3e.l30  Conduct  of  a  nonclinical  laboratory 
study. 

Subparts  H-l — [Rosarved] 

Subpart  J — Records  and  Reports 

3e.l85  Reporting  of  nonclinical  laboratory 
study  results. 

3e.l90  Storage  and  retrieval  of  records  and 
data. 

3e.l95  Retention  of  recwds. 

Subpart  K — Disquallfieation  of  Testing  Facilities 
3e.200  Purpose. 

3e.202  Grounds  for  disqualification. 

8e.204  Notice  of  and  opportunity  for  hear¬ 
ing  on  proposed  disqualification. 
Se.306  Pinal  order  on  disqualification. 

8e.210  Actions  upon  disqualification. 

3e.213  Public  disclosure  -  of  Information 
upon  disqualification. 

-3e.215  Alternative  or  additional  actions  to 
disqualification. 

3e.217  Suspension  or  termination  of  a  test¬ 
ing  facility  by  a  sponsor. 

3e.219  Relnstatement-of  a  disqualified  test¬ 
ing  facility. 

.  Aitthohitt:  Secs.  406,  406,  409,  502,  603,  506, 
506,  607,  510,  512-516,  613-520,  701(a),  706. 
and  801,  Pub.  L.  717,  62  Stat.  1049-1063  as 
amended,  1066,  1058  as  amended,  65  Stat.  861 
as  amended,  69  Stat.  463  as  amended,  68  Stat. 
611-517  as  amended,  72  Stat.  1785-1788  as 
amended,  76  Stat.  794  as  amended,  82  Stat. 
343-361,  90  Stat.  639-674  (21  U.S.C.  346,  346a. 
348,  362,  363,  366,  356,  367,  860,  360b-360f, 
360h-360J.  S71(a).  876,  and  881);  secs.  216, 
361,  854-360F.  Pub.  L.  410,  58  Stat.  690,  702  as 
amended,  82  Stat.  1 173-1 186a8  amended~(42 
U.S.C.  216,  262,  363b-263n) . 
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Subpart  A — General  Provisions 
§  3e.l  Seope. 

This  part  contains  good  laboratoiy 
practices  for  conducting  ncmclinlcal  lab¬ 
oratory  studies  that  support  application 
for  research  or  marketing  peimits  for 
products  regulated  by  the  Fo(^  and  Drug 
Administration,  including  food  and  color 
additives,  hiunan  and  animal  drugs, 
medical  devices,  biological  products  and 
radiation-emitting  products.  Compliance 
with  this  put  is  intended  to  assure  the 
quality  and  integrity  of  the  safety  data 
filed  pursuant  to  sections  406,  408,  409, 
502,  503,  505,  506,  507,  510,  512-516,  518- 
520,  706,  and  801  of  the  Federal  Food. 
Drug,  and  Cosmetic  Act  and  sections  351 
and  354-360F  of  the  Public  Health  Serv¬ 
ice  Act. 

§  3e.3  Definitions. 

As  V  used  in  this  part,  the  following 
terms  shall  have  the  meanings  specified: 

(a)  “Act”  means  the  Federal  Food, 
Drug,  and  Cosmetic  Act,  as  amended  (21 
U.S.C.  321). 

(b)  “Test  substance”  means  any  food 
additive,  color  additive,  drug,  botanical 
Inaterlat  biological  product,  radiation- 
emitting  product,  medical  device,  or  any 
other  article  subject  to  regulation  under 
the  act  or  imder  sections  351  and  354- 
360F  of  the  Public  Health  Service  Act. 

(c)  “Control  substance”  means  any 
food  additive,  color  additive,  drug, 
botanical  material,  biological  product, 
radiation-emitting  product,  medical  de¬ 
vice,  or  any  other  article  other  than  a 
test  substance  that  is  administered  to  the 
test  system  in  the  course  of  a  nonclinlcal 
laboratory  study  for  the  purpose  of  es¬ 
tablishing  a  basis  for  comparison  with 
the  test  substance. 

(d)  “Nonclinlcal  laboratory  study” 
means  any  in  vivo  or  in  vitro  experi¬ 
ment  in  which  a  test  substance  is  studied 
prospectively  in  a  test  system  under  la¬ 
boratory  ccmditions  to  determine  its 
safety.  The  term  also  includes  such  ex¬ 
periments  Intended  to  assess  the  func¬ 
tionality  and/or  effectiveness  of  a  test 
substance  where  inadequate  functional¬ 
ity  or  effectiveness  of  the  test  substance 
may  result  in  a  safety  or  health  hazard. 
The  term  does  not  include  studies  utiliz¬ 
ing  human  subjects  or  clinical  studies  or 
field  trials  in  animals.  The  term  does  not 
Include  basic  exploratory  studies  carried 
out  to  determine  whether  or  not  a  test 
substance  has  any  potential  utility  or  to 
determine  physical  or  chemical  charac¬ 
teristics  of  a  test  substance  independent 
of  any  test  system,  e.g.,  to  determine  the 
stability  of  a  chemical  or  the  tensile 
strength  of  a  plastic. 

(e)  “Application  for  research  or  mar¬ 
keting  permit”  Includes: 

(DA  color  additive  petition,  described 
in  Part  8  of  this  chapter. 

(2)  A  food  additive  petition,  described 
in  Part  121  of  this  chapter. 

(3)  Data  and  information  regarding  a 
substance  submitted  as  part  of  the  pro¬ 
cedures  for  establishing  that  a  substance 
Is  generally  recognized  as  safe  for  use. 


which  results  may  reasonably  be  expected 
to  result,  directly  or  indirectly,  in  its  be¬ 
coming  a  component  or  otherwise  affect¬ 
ing  the  characteristics  of  any  food,  de¬ 
scribed  in  §  121.3  of  this  chapter. 

(4)  Data  and  Information  regarding  a 
food  additive  submitted  as  part  of  the 
procedures  regarding  food  additives  per¬ 
mitted  to  be  used  on  an  Interim  basis 
pending  additional  study,  described  in 
§  121.4000  of  this  chapter. 

(5)  A  “Notice  of  Claimed  Investiga¬ 
tional  Exemption  for  a  New  Drug,”  de¬ 
scribed  in  Part  312  of  this  chapter. 

(6)  A  “new  drug  application,”  de¬ 
scribed  in  Part  314  of  this  chapter. 

(7)  Data  and  information  regarding  an 
over-the-counter  drug  for  human  use, 
submitted  as  part  of  the  procedures  for 
classifying  such  drugs  as  generally  rec¬ 
ognized  as  safe  and  effective  and  not  mis¬ 
branded,  described  in  Part  330  of  this 
chapter. 

(8)  Data  and  information  regarding  a 
prescription  drug  for  human  use  sub¬ 
mitted  as  part  of  the  procedures  for  clas¬ 
sifying  any  such  dnags  as  generally  rec¬ 
ognized  as  safe  and  effective  and  not 
misbranded,  desaribed  in  this  chsqiter. 

(9)  Data  and  information  regarding 
an  antibiotic  drug  submitted  as  p^  of 
the  procedmes  for  issuing,  amending,  or 
repealing  regulations  for  such  drugs  de¬ 
scribed  in  Part  430  of  this  chapter. 

(10)  A  “Notice  of  Claimed  Investiga¬ 
tional  Exemption  for  a  New  Animal 
Drug,”  described  in  Part  511  of  this 
chapter. 

(11)  A  “new  animal  drug  application,” 
described  in  Part  514  of  this  chapter. 

(12)  Data  and  information  regarding 
a  drug  for  veterinary  use  submitted  as 
part  of  the  procedures  for  classifying 
such  drugs  as  generally  recognized  as 
safe  and  effective  and  not  misbranded, 
described  in  this  chapter. 

(13)  An  “application  for  a  biological 
product  license,”  described  in  Part  601  of 
this  chapter. 

(14)  Data  and  information  regarding 
a  biolos|ical  product  submitted  as  part  of 
the  procedures  for  determining  that  li¬ 
censed  biological  products  are  safe  and 
effective  and  not  misbranded,  described 
in  Part  601  of  this  chapW. 

115)  Data  and  Information  regarding 
an  in  vitro  diagnostic  product  submitted 
as  part  of  the  procedures  for  establish¬ 
ing,  amending,  or  repealing  a  standard 
for  such  products,  described  in  Part  809 
of  this  chapter. 

(16)  An  “application  for  an  investiga¬ 
tional  device  exemption,”  described  in 
Part  812  of  this  chapter.  ~ 

(17)  An  “Application  for  Premarket 
Approval  of  a  Medical  Device,”  described 
in  this  chapter. 

(18)  A  “Product  Development  Protocol, 
for  a  Medical  Device,”  described  in  this 
chapter. 

(19)  Data  and  information  regarding 
a  medical  device  submitted  as  part  of  the 
procedures  for  classifying  such  devices, 
described  in  this  chapter. 

(20)  Data  and  information  regarding 
a  medical  device  submitted  as  part  of  the 
procedures  for  establishing,  amending. 


or  repealing  a  standard  for  such  devices, 
described  in  this  chapter. 

(21)  Data  and  information  regarding 
a  radiation-emitting  product  submitted 
as  part  of  the  procedures  for  establish¬ 
ing,  amending,  -or  repealing  a  standard 
for  such  product,  described  in  section  358 
of  the  Public  H^th  Service  Act. 

(22)  Data  and  information  regarding 
a  radiation-emitting  product  submitted 
as  part  of  the  procedmres  for  obtaining  a 
variance  from  any  electronic  product 
performance  standard,  as  described  in 
S  1010.4  of  this  chapter. 

(23)  Data  and  information  regarding 
a  radiation-emitting  product  submitted 
as  part  of  the  procedures  for  granting, 
amending,  or  extending  an  exemption 
from  a  radiation  safety  performance 
standard,  as  described  in  $  1010.5  of  this 
chapter. 

(f)  “Sponsor”  means: 

(1)  A  person  who  initiates  and  sup¬ 
ports,  by  provision  of  financial  or  other 
resources,  a  nonclinlcal  laboratory  study. 

(2)  A  person  who  submits  a  nonclinlcal 
study  to  the  Pood  and  Drug  Administra¬ 
tion  in  support  of  an  application  for  a 
research  or  marketing  permit. 

(3)  A  testing  facility,  if  it  both  initiates 
and  actually  conducts  the  study. 

(g)  “Testing  facility”  means  a  person 
who  actually  conducts  a  nonclinlcal  lab¬ 
oratory  study,  i.e.,  actually  uses  the  test 
substance  in  a  test  system.  “Testing  fa¬ 
cility”  includes  any  establishment  re¬ 
quired  to  register  imder  section  510  of 
the  act  that  conducts  nonclinlcal  labora¬ 
tory  studies,  and  any  ccmsulting  labora¬ 
tory  described  in  se^on  704  of  ttie  act 
that  conducts  such  studies.  “Testing 
facility”  encompasses  only  those  opera¬ 
tional  units  that  are  being  or  have  been 
used  to  conduct  nonclinlcal  laboratory 
studies. 

(h)  “Person”  Includes  an  individual, 
partnership,  corporation,  association,  sci¬ 
entific  or  academic  establishment,  gov¬ 
ernment  agency,  or  organizational  imit 
thereof,  and  any  other  legal  entity. 

(1)  “Test  system”  means  any  animal, 
plant,  microorganism,  cellular,  subcel- 
lular,  chemical  or  physical  system,  e.g., 
container  being  tested  for  extractables, 
and  any  components  or  subparts  of  such 
a  system  to  which  the  test  or  control 
substance  is  administered  or  added  for 
study  or  analysis.  “Test  system”  also  in¬ 
cludes  appropriate  groups  or  compo¬ 
nents  of  the  system  not  treated  with  the 
test  or  control  substances. 

(j)  “Specimen”  means  any  material, 
tissue,  tissue  block,  or  slide  derived  from 
a  test  system  for  examination  or 
analysis. 

(k)  “Raw  data”  means  any  laboratory 
worksheets,  records,  memoranda,  notes, 
or  certified  copies  thereof,  that  are  the 
result  of  original  observations  and  activi¬ 
ties  of  a  nonclinlcal  laboratory  study  and 
are  necessary  for  the  reconstruction  and 
evaluation  of  the  report  of  that  study. 
“Raw  data”  may  include  photographs, 
microfilm  or  microfiche  copies,  computer 
printouts  (derived  from  on-line  data 
recording  systems) ,  magnetic  media,  in¬ 
cluding  dictated  observations,  and  re- 


FEDERAL  REGISTER,  VOL.  41,  NO.  225 — FRIDAY,  NOVEMBER  19,  1976 


51222 


PROPOSED  RULES 


corded  data  from  automated  instru> 
ments. 

(l)  “Quality  assurance  unit”  means 
any  person  or  organizational  element, 
except  the  study  director,  designated  by 
managemoat  to  perform  the  duties  relat¬ 
ing  to  quality  assurance  of  nonclinlcal 
laboratory  studies  in  a  testing  facility. 

(m)  “Study  director”  means  any  scien¬ 
tist  or  other  professional  person,  of  ap¬ 
propriate  educatl(Hi,  training,  and  ex¬ 
perience,  or  c(Hnblnati(m  thereof,  re¬ 
sponsible  for  the  Implementation  of  the 
protocol  of  a  noncllnical  laboratory 
study. 

§  Se.lO  Applicability  to  studies  per¬ 
formed  under  grants  and  contracts. 

Whoi  a  sponsor  conducting  a  nonclin¬ 
lcal  laboratory  study  intended  to  be  sub¬ 
mitted  to  or  reviewed  by  the  Pood  and 
Drug  Administration  utilizes  the  serv¬ 
ices  of  a  consulting  laboratory,  contrac¬ 
tor,  or  grantee  to  perform  an  analysis  or 
other  service,  it  shall  notify  the  consult¬ 
ing  laboratory,  contractor,  or  grantee 
that  the  service  is  part  of  a  ncmcllnlcal 
laboratory  study  that  must  be  conducted 
in  compliance  with  the  provisions  of  this 
part. 

§  3e.l5  Inhpcction  of  a  testing  facility. 

A  testing  facility  shall  permit  an  au¬ 
thorized  employee  of  the  sponsor  of  a 
nonclinlcal  laboratory  study,  or  the  Pood 
and  Drug  Administration,  at  reasonable 
times  and  in  a  reasonable  manner,  to 
Inspect  the  faculty  and  to  inspect  and 
copy  records  required  to  be  maintained 
regarding  the  study  tmder  this  part.  The 
Food  and  Drug  Administration  will  not 
consider  a  nonclinlcal  laboratory  study 
in  support  of  an  application  for  a  re¬ 
search  or  marketing  permit  if  the  test¬ 
ing  facility  refuses  to  permit  inspection. 

Subpart  B — Organization  and  Personnel 
§  3e.29  Personnel. 

(a)  Each  person  engaged  in  the  ccm- 
duct  of  or  responsible  for  the  supervislMi, 

a  nonclinlcal  laboratory  study  shall 
have  education,  training,  and  experience, 
or  comblnati(»i  thereof,  to  enable  that 
person  to  perform  the  assigned  functions. 

(b)  Each  testing  facility  shaU  main¬ 
tain  a  current  curriculum  vitae  and  Job 
description  for  each  person  engaged  in 
or  supervising  the  ccmduct  of  a  nwicUnl- 
cal  laboratory  study.  Hie  testing  facility 
shall  also  retain  the  last  avaUable  ctu*- 
liculum  vitae  and  Job  description  for 
such  person  after  termination  of  employ¬ 
ment,  as  specified  in  §  3e.l95(d). 

(c)  There  shall  be  a  sufBcient  number 
of  personnel  for  the  timely  and  proiier 
ccmduct  of  the  study  according  to  the 
protocol. 

(d)  Employees  shaU  practice  good  san¬ 
itation  and  health  habits. 

(e)  Perscmnel  engaged  in  a  nonclinlcal 
laboratory  study  shaU  wear  laborat(»7 
clothing  appropriate  for  the  duties  they 
perform.  Such  clothing  shaU  be  changed 
as  often  as  necessary  to  prevent  micro¬ 
biological  or  chemical  contamination  of 
test  systems. 

(f)  Any  person  found  at  any  time  to 
have  an  Ulness  that  may  adversely  affect 


the  quality  and  Integrity  of  the  noncUxil- 
cal  laboratory  study  shall  be  excluded 
from  direct  contact  with  test  systems, 
test  substances,  and  any  other  operation 
or  function  that  may  adversely  affect  the 
study  until  the  condlticm  Is  corrected. 
The  reporting  and/or  treatment  of  an 
illness  shall  be  documented  In  the  records 
of  the  nonclinlcal  laboratory  study.  All 
employees  shall  be  instructed  to  report  to 
supervisory  personnel  any  health  or  med¬ 
ical  conditions  that  may  reasonably  be 
considered  to  have  an  adverse  effect  on  a 
noncllnical  laboratory  study.  -- 

§  3e.31  Study  director. 

Ca)  Before  the  iniWtion  ot  a  nonclini- 
cal  laboratory  study,  a  scientist  or  other 
professional  of  appropriate  education, 
training,  mid  experience.  Or  ctunblnation 
thereof,  shaU  be  identified  as  the  study 
director.  Hie  study  director  has  ultimate 
responsibUity  for  implraientation  of  the 
protocol  and  conduct  of  the  study  and 
shaU  assure  that: 

(1)  The  ai^roved  protocol.  Including 
any  approved  change,  is  foUowed. 

(2)  Test  and  control  substances  or 
mixtures  have  been  appropriately  tested 
for  identity,  strength,  quality,  purity,  sta- 
bUity,  and  imlformity. 

(3)  Test  systems  are  aiH>r(^riate. 

(4)  Persemnel,  resources,  facilities,  and 
methodologies  are  available  as  scheduled. 

(5)  Personnel  dearly  understand  the 
functions  they  are  to  perform. 

(6)  All  data  are  accurately  recorded 
and  verified. 

(7)  Unforeseen  circumstances  that 
may  affect  the  quality  and  integrity  of 
the  noncllnical  laboratory  study  are 
noted  and  docmnoited. 

(8)  The  occiurence  of  an  unforeseen 
health  hazard  to  the  test  system  is  rec¬ 
ognized  and  promptly  reported  to  the  w 
proprlate  supervisor  and  that  corrective 
action  taken  is  documented. 

<9)  The  responses  of  the  test  system, 
whether  anticipated  or  not,  are  docu¬ 
mented.  , 

(10)  AU  applicable  good  laboratory 
practice  regulations  are  foUowedT 

(11)  The  study  is  conducted  in  a  man¬ 
ner  that  is  safe  for  laboratory  personnel. 

(12)  AU  raw  data,  documentation,  and 
other  information  to  be  retained,  proto¬ 
cols,  specimens,  and  final  reports  are 
transferred  to  the  archives  during  or  at 
the  close  of  the  study. 

(b)  The  study  director  shaU  be  re¬ 
placed  promptly  if  it  becomes  necessary 
during  the  conduct  of  a  study,  and  Justi¬ 
fication  for  this  replacement  shaU  be 
documented  and  maintained  as  raw 
data. 

§  3e.33  Quality  assurance  unit. 

(a)  A  testing  faciUty  shaU  have  a 
quaUty  assurance  unit  composed  of  one 
or  more  individuals  who  shaU  be  re¬ 
sponsible  for  assuring  that  the  facilities, 
equipment,  persoimel  (including  person¬ 
nel  safety),  methods,  practices,  rectwds, 
and  controls  are  in  conformance  with 
the  regulations  of  this  part  and  for  as¬ 
suring  the  quality  and  integrity  of  the 
data  obtained  from  a  noncllnical  labo¬ 


ratory  study  and  for  adherence  to  pro¬ 
tocols  and  standard  operating  proce¬ 
dures.  Each  facill^s  quality  assurance 
unit  shaU  also  monitor  the  quaUty  and ' 
Integrity  of  any  nonclinlcal  laboratory 
studies  or  portions  thereof  done  by  con¬ 
tractors  or  grantees. 

(b)  The  quaUty  assurance  unit  shaU: 

( 1 )  kCaintain  a  cc^y  of  a  master  sched¬ 
ule  sheet  of  aU  honclinical  laboratory 
studies  conducted  at  the  testing  faculty 
Indexed  by  test  substance ^d  contain¬ 
ing  the  test  system,  nature  of  study  (e.g., 
chrome,  acute,  reproduction,  or  tara- 
tology),  animal  species,  date  study  was 
initiated,  current  status  of  each  study, 
name  of  the  sponsor,  name  of  the  study 
director,  and  whether  the  final  study 
report  has  been  approved  or  disapproved 
for  submission  to  the  sponsor. 

(2)  Maintain  copies  of  aU  protocols 
and  standard  operating  procedures  per¬ 
taining  to  aU  noncllnical  lalxuratory 
studies  for-vdiich  the  unit  is  responsible. 

(3)  Inspect  each  phase  of  a  nonclini- 
cal  laboratory  study  periodically  and 
maintain  written  and  prt^rly  signed 
records  of  each  periodic  inspection  show¬ 
ing  the  date  of  the  Inspection,  the  study 
inspected,  the  phase  or  segment  of  the 
study  inspected,  the  person  performing 
the  inspection,  findings  and  problems, 
action  recommended  and  takqn  to  resolve 
existing  problems,  and  any  scheduled 
date  for  reinspectiem.  Any  problems 
found  during  the  course  of  an  inspection 
shaU  be  brought  to  the  attention  of  the 
study  director  and  management  immedi¬ 
ately. 

(4)  Perform  a  complete  evaluation 
every  3  months  of  aU  plmses  of  aU  studies 
lasting  more  than  6  months.  Studies  last¬ 
ing  less  than  6  months  shaU  be  evaluated 
more  frequently  than  every  3  months. 

(5)  Periodically  submit  to  manage¬ 
ment  and  the  study  director  written 
status  reports  on  each  study,  noting  any 
problems  and  the  corrective  actions 
taken. 

(6)  Assure  that  no  deviations  from 
approved  protocols  or  standard  oper¬ 
ating  procedures  have  been  made  with¬ 
out  proper  prior  authorization. 

(7)  Review  the  final  study  report  to 
assure  that  such  report  accurately  de¬ 
scribes  the  methods,  standard  (grating 
procediures,  observations,  results,  and 
raw  data  of  the  noncllnical  laboratory 
study. 

(c)  The  responsibUities  and  procedures 
appUcable  to  the  quality  assurance  imit. 
a  list  of  the  recoil  maintained  by  the 
quaUty  assurance  unit,  and  the  method 
ot  indexing  such  records  shaU  be  in 
writing  and  shaU  be  maintained  and 
made  available  for  inspection  to  author¬ 
ized  employees  of  the  Food  and  Drug 
Administration. 

§  3e.35  Access  to  professional  assistance. 

A  scientist  or  other  professional  of 
appropriate  education,  training,  and  ex- 
perlmce,  or  combination  thereof,  shaU 
be  available  to  respond  to  requests  frtun 
technicians  or  less  experienced  peraonziel 
for  assistance  or  consultation  and  to 
handle  any  unforeseen  issues. 
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Subpart  C — Facilities 
§  3e.41  GeneraL 

Each  testing  facility  shall  be  of  suit¬ 
able  size,  construction,  and  location  to 
facilitate  the  proper  conduct  of  noncllni- 
cal  laboratory  studies.  It  shall  be  de¬ 
signed  so  that  there  shall  be  d^ned 
(and,  where  required,  separate)  areas  for 
each  of  the  functions  described  in  this 
subpart. 

§  3e.43  Animal  care  facilities. 

(a)  A  testing  facility  shall  have  a  suf¬ 
ficient  number  of  animal  rooms  or  areas 
to  assure  separation  of  species  or  test 
systems  and  isolation  of  individual  proj¬ 
ects  to  rec^ve,  quarantine,  and  isolate 
the  animals  and  to  provide  for  their  rou¬ 
tine  or  specialized  housing.  Structural 
requirements  and  environmental  control 
of  these  rooms  or  areas  for  animals  shall 
comply  with  the  provisions  of  the  Animal 
Welfare  Act  of  1970  (Pub.  L.  91-579)  as 
set  forth  in  9  CPR  Part  3.  Space  require¬ 
ments  for  the  primary  enclosure  shall 
also  be  as  specified  in  9  CFR  Part  3,  ex¬ 
cept  that  where  specifications  regarding 
housing  of  certain  species  of  animals  are 
not  set  forth,  the  recommendations  con¬ 
tained  in  HEW  Publication  No.  (NIH) 
74-23  entitled  “Guide  for  the  Care  and 
Use  of  Laboratory  Animals”  shall  be 
used. 

(b)  A  testing  facility  shall  also  have  a 
number  of  animal  rooms  or  areas  sep¬ 
arate  from  those  described  in  paragraph 

(a)  of  this  section  to  ensure  isolation  of 
studies  being  done  with  test  substances 
known  to  be  infectious  or  otherwise 
harmful  to  either  man  or  animals. 

(c)  An  area  near  the  animal  housing 
areas  shall  be  provided  for  the  diagnosis, 
treatment,  and  control  of  laboratory  ani¬ 
mal  diseases.  This  area  shall  provide 
effective  isolation  for  the  housing  of  ani¬ 
mals  either  known  or  suspected  of  being 
diseased,  or  of  being  carriers  of  disease, 
from  animals  that  are  in  good  health. 

( d )  Facilities  shall  %xist  for  the  collec  - 
tion  and  disposal  of  all  animal  waste  and 
refuse  or  for  safe  sanitary  storage  of 
waste  before  removal  from  the  testing 
facility.  Disposal  facilities  shall  be  so 
provided  and  operated  as  to  minimize 
vermin  infestation,  odors,  disease  haz¬ 
ards,  and  environmental  contamination. 

(e)  Animal  facilities  shall  be  designed, 
constructed,  and  located  so  as  to  mini¬ 
mize  disturbances  that  interfere  with  the 
study. 

§  3e.43  Animal  supply  facilities. 

There  shall  be'  storage  areas  for  feed, 
bedding,  supplies,  and  equipment.  Stor¬ 
age  areas  for  feed  and  bedding  shall  be 
separated  from  areas  housing  the  test 
systems  and  shall  be  protected  against 
infestation  or  contamination.  Refrigera¬ 
tion  shall  be  provided  for  perishable  sup¬ 
plies  or  feed. 

§  3e.47  Facilities  for  handling  test  and 
control  substances. 

(a)  To  prevent  contamination  or  mix- 
ups,  there  shall  be  s^arate  or  defined 
areas  for: 

(I)  Receipt  and  storage  of  the  test  and 
control  substances. 


(2)  Mixing  of  the  test  and  control 
substance  with  a  carrier,  e.g.,  feed. 

(3)  Storage  of  the  test  and  control 
substance  mixture. 

(b)  Storage  areas  for  the  test  and/or 
control  substances  and  test  and  control 
substance  mixtures  shall  be  separated 
from  areas  housing  the  test  systems  and 
shall  be  adequate  to  preserve  the  iden¬ 
tity,  strength,  quality,  purity  and  stabil¬ 
ity  of  the  substances  and  mixtures. 

§  3e.49  Laboratory  operation  areas. 

(a)  Separate  laboratory  space  shall  be 
provided  for  the  performance  of  the  rou¬ 
tine  procedures  or  categories  of  proced¬ 
ures  required  by  nonclinical  laboratory 
studies,  including  specialized  areas  near 
animal  housing  areas  for  performing  ac¬ 
tivities  such  as  aseptic  surgery,  intensive 
care,  necropsy,  histology  and  radiogra¬ 
phy. 

(b)  Specialized  areas  shall  be  provided 
for  the  handling  of  volatile  agents  or 
hazardous  aerosols.  Special  procedtires 
shall  be  employed  for  the  handling  of 
other  biohazardous  materials. 

(c)  If  radioactive  materials  are  to  be 
used,  special  facilities  or  areas  and 
licensing  of  persons  to  possess  and  use 
radioactive  materials  shall  be  in  accord¬ 
ance  with  regulations  set  forth  by«the 
Nuclear  Regulatory  Commission  in  Idtle 
10  of  the  Code  of  Federal  Regulations  or 
the  requirements  of  an  agreement  State. 

(d)  Space  and  facilities  separate  from 
the  housing  areas  for  the  test  systems 
shall  be  provided  for  cleaning,  steriliz¬ 
ing,  and  maintaining  equipment  and  sup¬ 
plies  used  diirlng  the  course  of  the  study. 

§  3e.51  Specimen  and  data  storage  fa¬ 
cilities. 

There  shall  be  facilities,  limited  to  ac¬ 
cess  by  authorized  personnel  (mly,  for 
the  storage  and  retrieval  of  sdl  raw  data 
and  specimens. 

§  3e.33  Administrative  and  personnel 
facilities. 

(a)  TTiere  shall  be  space  provided  for 
the  administration,  supervision,  and 
direction  of  the  testing  facility. 

(b)  Locker  and  shower  facilities  as 
needed,  toilet  facilities  with  hot  and  cold 
water,  soap  or  detergent,  and  air  driers 
or  single  service  towels  shall  be  provided. 
These  facilities  shall  be  in  accordance 
with  regulations  set  forth  by  the  Occupa¬ 
tional  Safety  and  Health  Administration 
under  Title  29  of  the  Code  of  Federal 
Regulations. 

Subpart  D — Equipment 
§  3e.6L  Equipment  design. 

(a)  Equipment  used  in  the  testing 
facility,  including  equiimient  for  labora¬ 
tory  environmental  contnd,  shall  be  of 
appropriate  design  and  adequate  capacity 
and  shall  be  suitably  located  to  facilitate 
operation,  cleaning  and  maintenance. 

(b)  Equipment  and  materials  used  in 
the  maintenance  of  test  systems  shall  be 
of  appropriate  design  to  maintain  the 
health  of  the  test  system  and  to  facilitate 
cleaning  and  maintenance. 

(c)  Equiimient  and  materials  used  to 
prepare  and  administer  the  test  and/or 


control  substances  shall  be  of  adequate 
design  to  assxure  accurate  administra¬ 
tion  of  the  quantity  of  test  and  control 
substances  that  are  specified  in  the  pro¬ 
tocol  for  the  nonclinical  laboratory  study. 
Such  equipment  shall  be  of  appropriate 
design  to  preclude  contamination  of  the 
test  and  control  substances  and  to 
facilitate  cleaning  and  maintenance. 

(d)  Automatic,  mechanical,  or  elec¬ 
tronic  equipment  used  in  the  generation, 
measurement,  or  assessment  of  data  dur¬ 
ing  a  nonclinical  laboratory  study  shall 
be  of  adequate  design  to  perform  the  in¬ 
tended  functions. 

§  3e.63  Maintenance  and  calibration  of 
equipment. 

(a)  Equipment  shall  be  inspected, 
cleaned,  and  maintained  regularly; 
equipment  used  for  the  generation, 
measurement,  or  assessment  of  data  shall 
be  tested  and  calibrated  regtUarly.  When 
appropriate,  proper  maintenance  shall 
include  pest  control  that  minimizes  risk 
to  the  health  of  the  test  system  and  to 
the  conduct  of  the  study.  Cleaning  and 
pest  control  materials  or  any  other  mate¬ 
rials  that  could  Interfere  witii  the  con¬ 
duct  of  the  study  or  the  health  of  the 
test  system  should  be  avoided  wherever 
possible. 

(b)  There  shall  be  written  standard 
operating  procedures  which  set  forth  in 
detail  the  methods,  materials,  and  sched¬ 
ules  to  be  used  in  the  routine  inspection, 
cleaning,  maintenance,  testing,  and 
calibration  of  equipment,  and  which 
specify  remedial  action  to  be  taken  in 
the  event  of  failure  or  malfunction  of 
equipment.  The  written  standard  operat¬ 
ing  procedures  shall  designate  the  indi¬ 
vidual  who  is  responsible  for  .the' per¬ 
formance  of  each  operation,  and  copies 
of  the  standard  operating  procedures 
shall  be  made  available  to  laboratory 
personnel. 

(c)  Written  records  shall  be  main¬ 
tained  of  all  inspection,  cleaning,  main¬ 
tenance,  testing  and  calibrating  opera¬ 
tions.  These  records,  containing  the  date 
of  the  operation,  shall  describe  whether 
the  maintenance  operations  were  routine 
and  followed  the  written  standard  op¬ 
erating  procedures.  If  cleaning  or  pest 
control  materials  are  used  which  might 
interfere  with  the  conduct  of  the  study 
or  constitute  a  hazard  to  the  test  sys¬ 
tem,  there  shall  be  adequate  documenta¬ 
tion  of  the  material  and  procedures  used, 
e.g.,  name  of  the  material,  date  and 
method  of  application,  and  statement  as 
to  whether  test  systems  were  present  and 
if  so  how  contamination  was  prevented. 
Written  records  shall  be  kept  of  non¬ 
routine  repairs  performed  on  equipment 
as  a' result  of  failure  and  malfunction. 
Such  records  shall  doemnent  the  nature 
of  the  defect,  how  and  when  the  defect 
was  discovered,  and  any  remedial  action 
taken  in  response  to  the  defect. 

Subpart  E — ^Testing  Facilities  Operation 
§  3e.81  Standard  operating  procedures. 

(a)  A  testing  facility  shall  have  writ¬ 
ten  standard  operating  procedures  set¬ 
ting  forth  nonclinical  laboratory  study 
methods  that  it  is  satisfied  are  adequate 
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to  ensure  the  quality  and  hitegrlty  ol 
the  data  generated  In  the  course  ot  the 
study.  Any  deylation  from  a  stazvdard 
operating  procedure  authorized  by  the 
study  director  tftall  be  documented  in 
the  study  data  and  reported  in  writing  to 
the  quality  assurance  imit.  Significant 
changes  to  such  established  standard 
operating  procedures  shall  be  properly 
authorized  in  writing  by  management. 

(b)  Standard  operating  procedures 
shall  be  established  for,  but  not  limited 
to,  the  following: 

(1)  Animal  room  preparation. 

(2)  Animal  care. 

(3)  Receipt,  Identification,  storage, 
handling,  mixing,  sampling,  testing  and 
administration  of  the  test  and  control 
substances.  The  testing  program  shall  be 
designed  to  establish  the  identity, 
strength,  quality  and  purity  of  the  test 
and  control  substances,  to  assess  stability 
characteristics,  where  possible,  and  to 
establish  storage  conditions  and  expira¬ 
tion  dates,  where  appropriate. 

j  (4)  Test  system  observations. 

\  (5)  Labortdory  tests. 

(6)  Handling  of  animals  found  mori¬ 
bund  or  dead  during  study. 

(7)  Necropsy  of  animals  or  post¬ 
mortem  examination  of  animals. 

(8)  Preparaticm  of  specimens. 

'  (9)  Histopathology. 

j  (10)  Personnel  health  and  safety. 

(11)  Data  handling,  storage,  and 
retrieval. 

(12)  Preparation  and  validation  of 
final  study  report. 

(c)  Each  appropriate  laboratory  area 
shall  have  available  at  all  times  in  the 
immediate  bench  area  of  personnel, 
laboratory  manuals  and  standard  op¬ 
erating  procedures  relative  to  the  labo¬ 
ratory  procedures  being  performed,  e.g., 
toxicology,  histology,  clinical  chemistry, 
hematology,  teratology,  necropsy.  Text¬ 
books  may  be  used  as  supplements  to 
such  written  description  but  may  not  be 
used  in  lieu  thereof. 

(d)  A  historical  file  of  standard  op¬ 
erating  procedures  annotating  effective 
dates  and  dates  of  revisions  shall  be 
maintained. 

§  3e.83  Keagnil^  and  solutions. 

All  reagents  and  solutions  in  the  labo¬ 
ratory  areas  ^all  be  labeled  to  indicate 
identity,  and  when  relevant,  titer  or  con¬ 
centration,  storage  requirements,  meth¬ 
od  of  preparation,  expiration  date,  if  ap¬ 
propriate,  and  other  pertinent  informa¬ 
tion,  Deteriorated  materials  and  mate¬ 
rials  of  substandard  quality  shall  be  re¬ 
moved  from  the  laboratory  and  shall  not 
be  used  in  a  noncllnical  laboratory  study 
except  to  conduct  studies  on  the  toxicity 
of  such  materials. 

§  3e.90  Animal  rare. 

(a)  All  animals  under  the  care  of  the 
testing  facility  shall  be  housed,  fed,  and 
handled  in  compliance  with  standard  set 
forth  by  the  Animal  Welfare  Act  of  1970 
under  9  C7FR  Part  3,  or,  where  standards 
are  not  indicated  in  9  CFR  Psp-t  3,  they 
shall  be  housed;  fed,  and  handled  in  a 
manner  consistent  with  the  recommen- 
datlOTis  in  HEW  Publication  (NIH)  No. 


74-23  "Guide  for  ttbe  Care  and  Dae  of 
Laboratory  Animals.**  All  for 

which  there  are  no  spedfle  regulatloDS 
shall  be  housed,  fed.  and  handled  In  o(xn- 
pllance  with  SuI^m^  E  of  9  CFR  Pari  3. 
the  recommendations  of  HEW  Publin- 
tion  No.  (NIH)  74-23  and  the  National 
Academy  of  Sciences/National  Research 
Council  "Standards  for  the  Breeding, 
Care  and  Management  of  Syrian  Ham¬ 
sters  (1960);  Laboratory  Mice  (1962); 
Laboratory  Rats  (1962) ;  Guinea  Pigs 
(1964) ;  Laboratory  Cats  (1964) ;  Labora¬ 
tory  Itogs  (1964) ;  Laboratory  Rabbits 
<1965).”  Should  these  guidelines  and 
standards  be  revised,  animal  care  shall 
be  in  accordance  with  such  revisiems.  If 
the  noncllnical  laboratory  study  so  re¬ 
quires,  devlatkm  fnxn  the  standards,  e.g., 
use  of  restraining  devices,  shall  be  ac¬ 
ceptable  provided  there  is  adequate  docu¬ 
mentation  of  the  need  for  such  deviation. 
Such  documentation  shall  be  retaii-ied  as 
part  of  the  records  of  the  study. 

(b)  All  newly  received  animals  from 
outside  sources  shall  be  placed  in  quaran¬ 
tine  until  their  health  status  has  been 
evaluated.  This  evaluation  shall  be  in  ac¬ 
cordance  with  acceptable  veterinarj’ 
medical  practice. 

(c)  Animals  either  known  or  suspected 
of  being  diseased  or  of  being  carriers  of 
a  disease  shall  be  isolated  from  animals 
that  are  in  good  health.  Management  of 
such  diseased  animals  shall  be  carried 
out  as  recommended  in  HEW  Publica¬ 
tion  No.  <NIH)  74-23  and  subsequent 
revisions. 

(d)  Animals  shall  be  free  of  any 
naturally  occurring  disease  or  condition 
that  might  interfere  with  the  purpose 
or  conduct  of  the  nonclinical  laboratory 
study.  If  necessary,  animals  utilized  as 
test  systems  in  nonclinical  laboratory 
studies  may  be  treated  for  disease 
signs  of  disease  as  long  as  such  treatment 
does  not  interfere  with  the  study.  The 
diagnosis,  authorizations  of  treatment, 
description  of  treatment  and  each  date 
of  treatment  shall  be  documented  and 
shall  be  retained. 

<e)  Rodents  and  other  homeothermic 
species  that  are  not  required  by  the  Ani¬ 
mal  Welfare  Act  of  1970  to  be  individu¬ 
ally  identified  by  a  tatto  or  official  tag 
shall  be  identified  on  receipt  by  a  num¬ 
ber  that  identifies  the  shipment  or  pur¬ 
chase  order  niunber.  If  such  animals  are 
used  in  laboratory  procedures  that  re¬ 
quire  manipulations  and  observations 
over  an  extended  period  of  time  or  in 
nonclinical  laboratory  studies  that  re¬ 
quire  the  animals  to  be  removed  from 
and  returned  to  their  home  cages  for  any 
reason  (e.g.,  cage  cleaning,  treatment, 
etc.),  they  shall  receive  a  unique  per¬ 
manently  attached  Identification  num¬ 
ber,  e.g.,  number  tatto,  neck  chain,  ear 
tag,  ear  punch,  etc.  ITie  identification 
number  shall  tq^pear  on  the  outside  of  the 
animal  housing  unit  and  with  all  data 
recorded  for  the  animal.  The  study  di¬ 
rector  (rf  the  nonclinical  laboratory  study 
shall  ensure  that  all  animals  are  uniqiwly 
and  permanently  identified.  At  necropsy, 
the  identification  number  of  the  animal 
shall  accompany  all  specimens  to  mini¬ 


mize  the  possibility  of  mlxup  of  tissue 
following  necroiey. 

(f>  Antmah  of  different  species  shall 
be  housed  In  separate  TOoa»  when  nec¬ 
essary.  Animals  of  the  same  iqiecies,  tot 
used  in  different  studies,  should  not  ordi¬ 
narily  be  housedln  the  same  room  when 
Inadvertent  exposure  to  control  or  test 
substances  or  animal  mlxup  could  affect 
the  outcome  of  either  study.  If  such 
mixed  housing  is  necessary,  adequate 
differentla^n  by  space  and  Identifica¬ 
tion  shall  be  made  to  avoid  any  inter¬ 
mixing  of  test  animals. 

(g)  If  it  is  necessary  to  transfer  ani¬ 
mals  being  used  in  laboratory  stiidiM  to 
clean  cages,  proper  placen^nt  of  animals 
shaU  be  checked  by  comparison  (ff  the 
identification  on  the  animal  and  on  the 
cage.  There  shall  be  a  procedure  for 
verification  of  transfer  and  proper  place¬ 
ment  of  animals.  Animals  shall  not  be 
moved  to  a  new  location  or  placed  under 
different  environmental  conditions  dur¬ 
ing  a  nonclinical  laboratory  study  with¬ 
out  written  permissi(m  from  the  study 
director,  and  such  written  permission 
shall  be  maintained  as  raw  data. 

<h)  Animal  cages,  racks  and  accessory 
equiixnent  shall  be  deaned  and  sanitized 
at  appropriate  intervals  as  recommended 
in  HEW  Publication  No.  (NIH)  74-23  and 
subsequent  revisions. 

(i)  Feed  and  water  used  for  the  ani¬ 
mals  shall  be  analyzed  periodically  to 
ensure  that  known  interfering  cmitami- 
nants  are  not  present  at  a  level  above 
predetermined  specifications.  Documen¬ 
tation  of  such  analyses  shall  be  main¬ 
tained  as  raw  di^ 

(j)  The  shelf  life  of  each  batch  of 
animal  feed  shall  be  Indicated  by  an 
expiration  date.  A  brtch  ot  feed  shall 
not  be  used  after  the  expiration  date. 

(k)  Bedding  used  in  animal  cages  or 
pens  shall  not  Interfere  with  the  pur¬ 
pose  or  conduct  of  the  study  and  shall 
be  changed  at  least  once  per  week  or  as 
often  as  necessary  to  keep  the  animals 
dry  and  clean. 

Subpart  F — ^Test  and  Control  Substances 

§  3e.l03  Teot  and  control  substance 
characterization. 

<a>  The  identity,  strength,  quality  and 
purity  of  each  batch  of  a  test  or  control 
substance  shall  be  determined  and  docu¬ 
mented  by  the  testing  facility  before  the 
initiation  of  the  study  unless  this  deter¬ 
mination  with  verifying  documentation 
has  not  been  done  by  the  sponsor.  The 
records  of  these  analyses  shall  be  re¬ 
tained  by  the  testing  facility  or  the  spon¬ 
sor.  Other  substances  contained  in  the 
test  and  ccmtrol  substances  including 
their  amount  and  the  method  of  assay 
shall  be  documented  as  well  as  the  meth¬ 
od  of  synthesis  or  origin  of  the  test  and 
control  substances;  such  doemnentation 
shall  be  maintained  as  raw  data. 

(b)  Where  possible,  the  stabUity  of 
each  test  or  contr(d  substance  shall  be 
determined  by  the  testing  facility  or  by 
the  sponsor  before  initiation  of  a  non¬ 
clinical  laboratory  study  unless  the  pur¬ 
pose  of  the  study  is  to  determine  stabil¬ 
ity.  If  the  stabiffty  of  the  test  and  ocmtrol 
substances  cannot  be  accurately  deter- ^ 
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mined  before  initiation  of  a  study,  writ¬ 
ten  standard  operating  procedures  shall 
be  established  and  followed  to  provide 
for  periodic  re-analysis  of  each  batch 
to  reasonably  assiire  that  its  identity, 
strength,  quality,  and  purity  conform  to 
specifications. 

(c)  The  test  and  control  substances 
shall  be  derived  from  the  smallest  mun- 
ber  of  production  batches  consistent  with 
their  stability  and  necessary  to  fulfill  the 
requirements  of  the  study. 

(d)  Each  container  for  a  test  or  con¬ 
trol  substance  shall  be  labeled  by  name 
or  code  number,  expiration  date,  if  any, 
and  appropriate  storage  conditions  nec¬ 
essary  to  maintain  the  identity,  strength, 
quality,  and  purity  of  the  test  or  control 
substance. 

(e)  For  nonclinical  laboratory  studies 
in  which  the  dosage  regimen  extends 
more  than  4  weeks  duration,  an  appro¬ 
priately  identified  reserve  sample  se¬ 
lected  at  random  from  each  batch  of  a 
test  or  control  substance  to  be  used  in 
a  study  shall  be  taken,  stored  in  an  iden¬ 
tical  immediate  container  imder  condi¬ 
tions  consistent  with  the  labeling,  and 
analyzed  at  the  time  the  batch  is  de¬ 
pleted,  at  the  termination  of  the  study, 
or  at  the  expiration  date,  whichever 
occurs  first  to  assure  that  the  identity, 
strength,  quality,  purity,  and  stability 
conform  to  established  specifications. 
The  date  and  results  of  the  analysis  shall 
be  recorded  and  maintained. 

(f)  Batches  returned  frcan  distribu¬ 
tion  shall  be  quarantined  in  a  separate 
and  identifiable  area.  The  reason  for  the 
return  and  the  source  of  the  returned 
batch  shall  be  documented.  If  a  batch  is 
to  be  redistributed,  it  shall  be  re-analyzed 
to  determine  conformance  to  established 
specifications  for,  identity,  strength, 
quality,  and  purity.  If  the  batch  meets 
all  appropriate  standards  and  specifica¬ 
tions,  it  may  be  redistributed.  If  the  re¬ 
sults  of  the  analysis  do  not  indicate  con¬ 
formance  with  appropriate  standards 
and  specifications  and  such  results 
would  affect  laboratory  studies  and/or 
implicate  associated  batches,  an  appro¬ 
priate  investigation  shall  be  made,  and 
corrective  action  shall  be  taken,  and  doc- 
mnented.  All  documentation  regarding 
the  distribution,  redistribution,  or  cor¬ 
rective  action  pertaining  to  the  test  or 
control  substance  shall  be  retained  as 
raw  data. 

§  3e.l07  Test  and  control  substance 
liandling. 

Procedures  shall  be  established  for  a 
system  for  the  handling  of  the  test  and 
control  substances  to  ensure  that: 

(a)  There  is  proper  storage  at  all 
times  to  maintain  the  identity,  strength, 
quality,  purity,  and  stability. 

(b)  Distribution  is  made  in  a  manner 
designed  to  preclude  the  possibility  of 
contamination. 

(c)  Proper  identification  is  maintained 
throughout  the  distribution  process. 

(d)  The  receipt  and  distribution  of 
each  batch  is  documented.  Such  docu¬ 
mentation  shall  include  the  date  and 
quantity  of  each  batch  distributed  or 
returned. 


§  3e.ll3  Mixtures  of  substances  with 
carriers. 

For  each  batch  of  the  test  or  contrcd 
substance  that  is  mixed  with  a  carrier 
(e.g.,  feed)  before  administration: 

(a)  Tests  by  appropriate  antUytlcal 
methods  shall  be  conducted: 

(1)  To  determine  the  adequacy  of  mix¬ 
ing  to  ensure  uniformity  and  to  deter¬ 
mine  the  concentration  of  the  test  or 
control  substance  in  the  mixture.  If  the 
nonclinical  study  is  to  be  performed  as 
a  blind  study,  enough  individual  samples 
of  each  batch  of  the  mixture  shall  be 
returned  to  the  sponsor  for  analysis.  A 
periodic  check  of  the  uniformity  of  a  test 
or  control  substance/carrier  mix  shall  be 
made. 

(2)  To  assess  the  stability  character¬ 
istics  of  the  test  or  control  substance/ 
carrier  mix  to  establish  storage  condi¬ 
tions  and  an  expiration  date.  The  ex¬ 
piration  date  shall  be  clearly  shown  on 
the  container  for  each  batch  of  test  or 
control  substance/carrier  mixture. 

(3)  To  determine  the  release  of  the 
test  or  control  substance  from  the 
carrier. 

(b)  A  sample  of  each  batch  of  test  or 
control  substance  mixture  shall  be  taken 
and  retained  for  testing,  if  required. 
These  samples  shall  be  retained  for  the 
period  of  time  as  provided  by  S  3e.l95. 

§  3e.ll5  Handling  of  carcinogenic  sub¬ 
stances. 

The  general  safety  principles  set  forth 
in  the  “National  Cancer  Institute  Safety 
Standards  for  Research  Involving  Chem¬ 
ical  Carcinogens,”  HEW  Publication  No. 
(NIH)  75-900,  shall  be  followed  in  the 
handling,  storage  and  disposal  of  known 
or  suspected  chemical  carcinogens  used 
as  the  test  or  control  substance  in  a  non¬ 
clinical  laboratory  study. 

Subpart  G — Protocol  For  and  Conduct  of  A 
Nonclinical  Laboratory  Study 

§  3e.l20  Protocol. 

(а)  Each  nonclinical  laboratory  study 
shall  have  an  approved  written  protocr^ 
that  clearly  indicates  the  objectives  and 
all  methods,  including  statistical  meth¬ 
ods,  for  the  conduct  of  the  study.  TTie 
protocol  shall  contain  but  not  be  limited 
to  the  f (blowing  information: 

(1)  A  descriptive  title  and  statement 
of  the  purpose  of  the  study. 

(2)  Identification  of  the  test  and  ccm- 
trol  substance  by  name  and/or  code 
nrimber. 

(3)  The  stability  of  the  test  and  con- 
tnfi  substances  in  terms  of  the  methods 
to  be  «nployed. 

(4)  Hie  nmne  of  the  study  director, 
the  names  of  other  scientists  or  profes¬ 
sional  persons  involved,  and  the  names 
of  laboratory  assistants  and  animal  care 
personnel. 

(5)  Hie  name  of  the  sponsor  and  the 
name  and  address  of  the  testing  facility 
at  which  the  study  is  being  conducted. 

(б)  Hie  pn^xised  starting  date  and 
date  of  completion  oi  the  study. 

(7)  The  lupposed  date  for  sutoiission 
of  the  final  study  report  to  management 
or  to  the  sponsor. 


(8)  Hie  number,  body  weight  range, 
sex.  source  of  suiH>ly,  species,  strain  and 
siAstrain,  age  (rf  the  test  system,  and 
justificaticm  fm:  selection. 

(9)  Hie  procedure  for  the  unique 
identification,  if  needed,  of  the  test  sys¬ 
tem  to  be  used  in  the  study. 

(10)  A  description  the  method  of 
randomization,  if  any,  of  the  test  system 
with  Justification  for  the  selected 
method. 

(11)  A  description  and/or  identifica¬ 
tion  of  the  diet  used  in  the  stu^  as  weU 
as  solvents,  emulsifiers  and/or  other  ma- 
terial(s)  used  to  solubilize  or  suspend  the 
test  or  control  substance  before  mixing 
with  the  carrier. 

(12)  The  route  of  administration  and 
the  reason  for  its  choice. 

(13)  Each  dosage  level,  expressed  in 
milligrams  per  kilogram  of  body  weight 
or  other  appropriate  units,  of  the  test  or 
control  substance  to  be  administered  and 
the  method  and  frequency  of  adminis¬ 
tration. 

(14)  Method  by  which  the  degree  of 
absorption  of  the  test  and  control  sub¬ 
stance  will  be  determined  if  necessary  to 
achieve  the  objectives  of  the  study. 

(15)  The  type  and  frequency  of  tests, 
analyses  and  measurements  to  be  made. 

(16)  The  records  to  be  maintained. 

(17)  Nonroutine  procedure  required 
to  assure  personnel  health  and  safety. 

(18)  The  date  of  i^roval  of  the  ihp- 
tocol  by  the  sponsor  and  the  signature  of 
the  study  director. 

(b)  All  changes  or  revisi(ms,  and  rea¬ 
sons  therefor,  to  an  approved  luptocol 
shall  be  dociunented,  signed  by  the  study 
director,  dated,  and  maintained  with  the 
protocol. 

§  3e.l30  Condui't  of  a  nonclinical  lab¬ 
oratory'  study. 

(a)  Hie  nonclinical  laboratory  study 
shall  be  conducted  in  accordance  with 
the  protocol. 

(b)  The  test  systems  shall  be  moni¬ 
tored  in  conformity  with  the  protocol. 

(c)  ^>eclmens  shall  be  Identified  by 
test  system,  study,  nature,  and  date  of 
collection.  This  information  shall  be  lo¬ 
cated  on  the  specim^  container  or  shall 
accompany  the  specimen  in  a  manner 
that  precludes  error  in  the  recording  and 
storage  of  data. 

(d)  Records  of  gross  findings  for  a 
specimen  frcxn  postmortem  observations 
shall  be  available  to  a  pathologist  when 
examining  that  sc>ecimen  histopathologi- 
cally. 

(e)  All  data  generated  during  the  con¬ 
duct  of  a  nmiclinical  laboratory  study, 
except  .those  that  are  generated  as  direct 
c<»nputer  input,  shall  be  recorded  direct¬ 
ly,  promptly,  and  accurately  in  ink  in 
lx>und  b<Mks  with  prenumbered  pages  or 
on  worksheets  that  shall  be  bound  dur¬ 
ing  or  at  the  conclusion  of  the  nonclin¬ 
ical  laboratory  study.  All  appropriate 
computer  and  machine  output  shall  be 
bound  during  or  at  Uie  conclusicm  of  the 
study.  All  data  entries  shall  be  dated  on 
the  day  of  entry  and  signed  or  initialed 
by  the  person  entering  (be  data.  Any 
change  in  entries  for  whatever  reason 
(e.g.,  to  correct  an  error  or  transposition)  j 
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shall  be  made  in  such  a  manner  so  as  not 
to  obscure  the  original  entry,  shall  Indi¬ 
cate  the  reason  for  such  (^ange,  and 
shall  be  dated  and  signed  or  Identified 
at  the  time  of  data  input.  In  computer 
driven  data  cc^ection  systems,  the  oper¬ 
ator  responsible  for  direct  data  input 
.shall  be  Identified  at  the  time  of  data 
input.  Any  change  in  ccMnputer  entries 
for  whatever  reason  (e.g.,  to  correct  an 
error  or  transposition)  shall  be  made  In 
such  a  manner  so  as  not  to  obscure  the 
original  entry,  shall  indicate  the  reasMi 
for  such  change,  and  shall  be  dated  and 
the  responsible  individual  shall  be  identi¬ 
fied. 

(f)  All  recorded  data  shall  be  reviewed, 
signed;  and  dated  by  a  pers(»i,  other  than 
the  person  making  the  entry,  responsible 
for  the  p^ormance  and  evaluation  of 
the  activity  trcm  which  the  data  were 
derived  at  aivroiHiate  intervals  to  assure 
adherence  to  iniocedines  and  to  verify 
observations. 

Subparts  H-l — [  Reserved  ] 

Subpart  J — Records  and  Reports 

§  3r.l85  Reporting  of  nonrliniral  lab¬ 
oratory  study  results. 

(а)  A  final  report  shall  be  prepared 
for  each  nonclinlcal  laboratory  study 
and  shall  accurately  describe  but'  not 
necessarily  be  limited  to  the  following: 

(1)  Name  and  address  of  the  facility 
performing  the  study  and  the  dates  on 
which  the  study  was  initiated  and  com¬ 
pleted. 

(2)  Objectives  and  procedures  stated 
in  the  approved  protocol,  including  any 
changes  to  the  original  protocoL 

(3)  Raw  data  generated  while  con¬ 
ducting  the  study  and  any  transforma¬ 
tions,  calculations,  or  operations  per¬ 
formed  on  the  data. 

(4)  Statistical  methods  employed  for 
analyzing  the  data. 

(5)  The  test  and  control  substances 
identified  by  name  and/or  code  number, 
strength,  quality,  and  piuity. 

(б)  Stability  of  the  test  and  control 
substances  under  the  conditions  of  ad¬ 
ministration. 

f7)  Methods  used. 

(8)  Test  system  used.  When  animals 
are  used.  Include  the  number  in  the 
study,  sex,  body  weight  range,  soiuxe  of 
supply,  species,  strain  and  substrain,  age, 
and  procedure  xised  for  the  unique  iden¬ 
tification  of  test  system. 

t9)  Dosage,  dosage  regimen,  route  of 
administration,  and  duration. 

<10)  Any  unforeseen  circumstances 
that  may  have  affected  the  quality  or 
integrity  of  the  nonclinlcal  laboratory 
study. 

(11)  The  name  of  the  study  director. 

( 12)  A  summary  of  the  data,  an  analy¬ 
sis  of  the  data,  and  a  statement  of  the 
conclusions  drawn  from  the  analysis. 

( 13)  The  reports  of  each  of  the  indi¬ 
vidual  scientists  or  other  professionals 
involved  in  thie  study,  e.g.,  pathologist, 
statistician.  The  dated  signature  of  the 
study  director  and  of  all  scientists  and 
other  professionals  on  their  respective 
segments. 


(14)  Hie  loeatioB  where  all  raw  data 
and  the  final  report  are  to  be  stored. 

(b)  CcMTectkma  or  additions  to  a  final 
report  shall  be  in  the  Iwm  of  an  amend¬ 
ment  by  the  study  director.  The  amend¬ 
ment  shall  clear^  kloitify  that  psurt  of 
the  final  report  that  Is  being  added  to 
or  corrected  and  the  reasons  for  the  cor¬ 
rection  or  additkm,  and  shall  be  sUmed 
and  dated  by  the  person  re^xmsible. 

§  3e.l90  Storage  and  retrieval  of  rec¬ 
ords  and  data. 

(a)  An  raw  data,  documentation  and 
other  information,  protocols,  specimens, 
and  final  reports  gen^ated  during  and 
as  a  result  of  a  nonclinlcal  laboratory 
study  shaU  be  retained. 

(b)  Thore  shaU  be  an  archive  of  ade¬ 
quate  space  and  design  to  facilitate  the 
orderly  storage  and  expedient  retrieval 
of  all  raw  data,  documentation  and 
other  information,  protocols,  specimens, 
and  final  reports.  Specimens  may  be  re¬ 
tained  in  other  designated  locations 
provided  the  archives  have  specific  ref¬ 
erence  to  those  other  locations  and  the 
specimens  are  not  intermingled.  Condi¬ 
tions  of  storage  shall  minimize  deteriora¬ 
tion  of  the  documents  or  specimens  in 
accordance  with  the  requirements  for 
the  time  period  of  their  retention  and 
the  nature  of  the  documents  or  speci¬ 
mens.  A  testing  facility  may  contract 
with  commercial  archives  to  provide  a 
repository  for  all  material  to  be  retained 
by  this  esection.  If  this  material  is  not 
stored  in  an  archive  belonging  to  the  re¬ 
search  facility  or  sponsor,  the  name  and 
address  of  the  archive  in  which  materials 
are  stored  shall  be  provided  te  the  spon¬ 
sor  in  the  submlsshm  of  the  final  report 
of  the  nonclinlcal  laboratory  study. 

(c)  All  raw  data  and  specimens,  except 
as  indicated  in  paragraidi  (b)  of  this  sec¬ 
tion,  shall  be  maintained  in  the  archives 
after  completion  and  r^mrting  of  ttie 
study.  If  doctunents  or  specimens  are  not 
physically  present  in  the  archives,  «)pro- 
priate  and  specific  referoice  to  those  ma¬ 
terials  required  to  be  maintained  shall  be 
located  in  the  files  of  the  archives.  At  the 
completion  of  the  study,  if  the  sponsor 
requests  all  materials  that  are  required 
to  be  maintained  in  the  archives  of  the 
testing  facility  to  be  transferred  to  the 
archives  ol  the  sponsor  for  storage,  dupli¬ 
cates  of  the  transmitted  materials  shall 
be  maintained  where  the  nature  of  the 
material  permits. 

(d)  An  individual  shall  be  identified  to 
be  responsible  for  the  archives. 

(e)  Only  authorized  personnel  shall 
enter  those  secured  areas  designated  as 
the  archives  for  the  purpose  of  control¬ 
ling  the  storage  and  retrieval  procedures 
establi^ed. 

Cf)  All  stored  d<x5uments  and  speci¬ 
mens  resulting  from  a  nonclinlcal  labo¬ 
ratory  study  shall  be  indexed  by  test  sub¬ 
stance,  date  of  study,  test  system  species, 
and  nature  of  study. 

<g)  All  raw  data,  documentation  and 
other  Information,  protocols,  specimens, 
and  final  reports  generated  during  and  as 
a  result  of  a  nonclinlcal  laboratory  study 
required  to  be  retained  by  this  subpart 


shall  be  made  available  for  inspectimi  to 
authorized  employees  (tf  the  Food  and 
Drug  Administratfcm. 

§  3e.l95  Retention  of  records. 

<a)  Except  Sts  provided  in  paragraph 
(b)  of  this  section,  raw  data,  documenta¬ 
tion  and  other  infcurmation,  protocols, 
final  repmts,  and  specimens  pertaining 
to  a  ntmclinical  laboratory  study  and  re¬ 
quired  to  be  made  by  this  part  shall  be 
retained  in  the'  archives  for  whichever 
of  the  following  periods  is  shortest : 

(1)  A  period  of  at  least  2  years  follow¬ 
ing  the  date  on  which  an  iq;>plication  for 
a  research  or  marketing  pei^t,  in  sup¬ 
port  of  which  the  results  of  the  non- 
clinical  laboratory  study  were  submitted, 
is  iq>proved  by  the  Pood  and  Drug 
Administration ; 

(2)  A  period  of  at  least  5  years  follow¬ 
ing  the  date  (m  vdiich  the  results  of  the 
nonclinlcal  laboratmy  study  are  submit¬ 
ted  to  the  F^ood  and  Drug  Administra¬ 
tion  in  support  of  an  application  for  a 
research  or  maiiEeting  permit;  <»* 

(3)  In  other  situations  (e.g.,  where  the 
nonclinical  laboratory  study  does  not  re¬ 
sult  in  the  submissicm  of  the  study  in  sup¬ 
port  of  an  applica^n  for  a  research  or 
marketing  permit),  a  period  of  at  least 
2  years  following  the  date  on  which  the 
study  is  completed,  terminated,  or  di*^- 
continued. 

(b)  Wet  specimens,  samples  of  test  or 
control  substance  carrier  mixtures  and 
specially  pr^iared  material  (e.g.,  histo- 
chemical,  electron  microscc^ic,  blood 
mounts,  teratologlcal  preparations,  and 
uteri  from  dominant  lethal  mutagenesis 
tests) ,  which  are  relatively  fragil  and  dif¬ 
fer  markedly  in  stability  and  quality  dur¬ 
ing  storage,  shall  be  retained  only  as  long 
as  the  quality  of  the  preparation  afford.s 
evaluation. 

(c)  The  master  schedxile  sheet,  records 
of  inspection  or  evaluation  of  a  study  and 
copies  of  status  r^>orts  by  the  quality  as¬ 
surance  unit,  as  required  by  §  3e.33(b). 
ShaU  be  maintained  by  the  quality  assur¬ 
ance  unit  as  an  easily  accessible  system 
of  records  for  the  period  of  time  specified 
in  paragraph  (a)  of  this  section. 

(d)  Curricula  vitae  and  job  descrip¬ 
tions  required  to  be  maintained  by  §  3e. 
29(b)  may  be  retained  along  with  all 
other  testing  facility  employment  rec¬ 
ords,  provided  the  names  of  the  persons 
involved  in  the  conduct  of  a  nonclinical 
laboratory  study  are  included  as  part  of 
the  data  required  to  be  stored  in  the 
archives.  The  testing  facility  shall  retain 
the  last  available  curriculum  vitae  and 
job  description  for  an  employee  after 
termination  of  employment  for  the 
length  of  time  specified  in  paragraph  ( a  • 
of  this  section. 

(e)  Records  and  reports  of  the  main¬ 
tenance  and  cleaning  and  of  the  calibra¬ 
tion  and  inspection  of  equipment,  as  re¬ 
quired  by  i  3e.63(b)  and  (c) .  shall  be  re¬ 
tained  for  the  length  of  time  specified  in 
paragraph  (a)  of  this  section. 

(f )  If  a  facing  conducting  nonclinical 
research  goes  out  of  business,  all  raw 
data,  documentation,  and  other  material 
specified  in  this  section  shall  be  trans- 
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ferred  to  the  archives  of  the  sponsor  of 
the  stwly.  or  to  an  appropriate  third 
party.  e.g.,  a  commercial  storage  facill^ 
or  a  university.  The  Pood  and  Drug  Ad¬ 
ministration  shall  be  notified  In  writing 
of  such  a  transfer. 

Subpart  K — Disqualification  of  Testing 
Facilities 

§  3P.200  Purpose. 

The  purpose  of  disqualification  is  to 
preclude  the  consideration  of  noncllnical 
laboratory  studies  in  support  of  an  ap¬ 
plication  for  a  research  or  marketing 
permit  from  the  Food  and  Drug  Admin¬ 
istration,  which  studies  have  been  con¬ 
ducted  hy  a  testing  facility  that  has 
failed  to  comply  with  the  good  labora¬ 
tory  practice  regulations  set  forth  in  this 
part,  until  it  becomes  likely  that  the  fa- 
ciUty  will  abide  by  such  regulations  or 
that  such  violations  will  not  recur.  The 
sanction  of  disqualification  is  intended 
to  be  used  in  those  situations  where 
other  regulatory  actions  (e.g.,  warnings 
or  rejection  of  individual  studies)  have 
not  been  or  will  probably  not  be  adequate 
to  achieve  compliance  with  the  good 
laboratory  practice  regulations.  The  de¬ 
termination  that  a  nonclinlcal  laboratory 
study  may  not  be  considered  in  support 
of  an  application  for  a  research  or  mar¬ 
keting  permit  does  not,  however,  relieve 
the  applicant  for  such  a  permit  of  any 
obligation  under  any  other  applicable 
regulation  to  submit  the  results  of  the 
study  to  the  Pood  and  Drug  Administra¬ 
tion. 

§  3e.202  Grounds  for  disqualification. 

The  Commissioner  may  disqualify  a 
testing  facility  upon  finding  one. or  more 
of  the  following: 

(a)  The  testing  facility  utilized  per¬ 
sonnel  in  carrying  out  studies  who  were 
inadequate  in  number  or  insuflBciently 
trained  to  ensure  the  accurate  perform¬ 
ance  of  activities  specified  by  the  proto¬ 
col  as  provided  by  §  3e.29.~ 

(b)  The  testing  facility  conducted  non- 
clinical  laboratory  studies  without  desig¬ 
nated  study  directors  as  provided  for  in 
§  3e.31. 

(c)  The  testing  facility  conducted 
studies  without  a  suitable  mechanism  for 
quality  assurance  as  specified  in  §  3e.33. 

(d)  The  testing  facility  conducted 
studies  in  physical  facilities  that  were 
not  of  suitable  size  and  construction  or 
location  and  design  to  facilitate  the 
proper  conduct  of  nonclinlcal  laboratory 
studies  as  set  forth  in  Subpart  C  of  this 
part,  and  these  deficiencies  may  have  ad¬ 
versely  affected  the  health  of  the  test 
systems  or  the  quality  and  the  integrity 
of  the  data  generated  in  such  studies.  A 
facility  shall  be  determined  not  suitable 
unless  it  provides  separate  and  adequate 
areas  for  animal  care;  receipt,  storage 
and  distribution  of  supplies;  receipt, 
storage  and  mixing  of  test  and  cmitrol 
substances;  laboratory  operations;  speci¬ 
men  and  data  storage;  administrative 
and  personnel  facilities  and  appromlate 
sanitation  and  waste  disposal  facilities. 

(e)  The  testing  facility  conducted 
studies  with  equipment  that  was  not  of 
appropriate  design  or  adequate  capacity 


to  facilitate  (n;>a«ti(ni.  cleaning  and 
m^tenance:  to  maintain  the  health  of 
tm  test  syst^;  to  ensure  accurate  ad¬ 
ministrate  of  the  test  or  c(mtrol  sub¬ 
stances;  or  to  ensure  accurate  and  pre¬ 
cise  measurement  or  assessment  of  data 
consistent  with  Subpart  D  of  this  part, 
and  these  deficiencies  may  have  ad¬ 
versely  affected  the  health  of  the  test 
systems  or  the  quality  and  the  integrity 
of  the  data  generated  in  such  studies. 

(f)  The  testing  facility 'carried  out 
studies  in  the  absence  of  or  without  re¬ 
gard  to  written  standasd  operating  pro¬ 
cedures  as  required  in  S  3e.81,  and  such 
deficlences  may  have  adversely  affected 
the  health  of  the  test  system  or  the 
quality  and  integrity  of  the  data  gen¬ 
erated  in  such  studies. 

(g)  The  animals  used  by  the  testing 
facility  in  ttie  studies  were  not  housed, 
fed,  watered,  handled  or  identified  in  ac¬ 
cordance  with  S  3e.90,  and  such  deficien¬ 
cies  may  have  adversely  affected  the 
health  of  the  test  system  or  the  quality 
and  integrity  of  that  data  generated  in 
such  studies. 

(h)  The  testing  facility  did  not  have 
or  did  not  follow  procedures  for  deter¬ 
mining  and  documenting  the  identity, 
strength,  quality,  and  purity  of  test  and 
control  substances  and  uniformity  and 
concentration  of  test  and  control  sub- 
stance/carrier  mixtures  were  not  deter¬ 
mined  and  documented  in  conformance 

^wlth  Subpart  F  of  this  part,  or  did  not 
take  adequate  precautions  to  ensure  that 
test  systems  were  not  treated  with  test 
or  ccmtrol  substances  or  test  or  control 
substance/carrier  mixtures  which  had 
deteriorated  or  were  contaminated,  thus 
calling  into  question  the  validity  of  con¬ 
clusions  bas^.on  the  data  generated  in 
studies  conducted  by  that  facility: 

(i)  The  testing  facility  conducted 
studies  that  did  not  have  protocols  con¬ 
sistent  with  §  3e.l20. 

(j)  The  testing  facility  did  not  collect, 
review,  sign  and  date  all  data  in  accord¬ 
ance  with  S  3e.l30.  and  such  deficiencies 
may  have  adversely  affected  the  quality 
and  integrity  of  data  generated  in 
studies  conducted  by  that  facility.  " 

(k)  The  testing  facility  did  not  moni¬ 
tor  test  systems  in  conformity  with  the 
protoc(d  and  did  not  appropriately 
identify  specimens  as  specified  in 
§  3e.l30,  and  such  deficiencies  may  have 
adversely  affected  the  quality  and 
integrity  of  data  generated  in  studies 
conducted  by  that  facility. 

fl)  The  testing  facility,  in  preparing 
final  study  reports,  did  not  accurately 
describe  the  objectives  and  procedures  of 
the  studies,  the  raw  data  generated  while 
conducting  the  studies,  the  methods  and 
test  systems  used,  the  test  and  control 
substances,  and  any  unforeseen  circum¬ 
stances  that  may  have  affected  the 
quality  and  inte^ty  of  the  data  as 
specified  in  §  3e.l85,  thus  calling  into 
question  the  validity  of  conclusions  based 
on  the  data  generated  in  studies  con¬ 
ducted  by  that  facility. 

(m)  Raw  data,  docmnentation,  infor- 
matlon,  protocols,  specimens  and  final 
reports  generated  during  nonclinlcal 
laboratory  studies  have  not  been  retained 


by  the  testing  facility  in  an  archive  of 
adequate  space  and  design  as  provided 

for  In  i  Se.l90. 

(n)  Raw  data,  documentation,  infor¬ 
mation.  protocols,  final  reports  and 
specimens  generate  during  nonclinlcal 
laboratory  studies  have  not  been  retained 
by  the  testing  facility  for  the  minimum 
period  of  time  designated  in  §  3e.l95. 

(o)  The  testing  facility  refused  to  per¬ 
mit  an  inspection  of  the  facilities  used  in 
studies,  or  an  inspection  and  the  copying 
of  records  and  reports  made  during  or  on 
completion  of  the  studies,  by  an  author¬ 
ized  representative  of  the  sponsor,  if  any, 
or  by  the  Food  and  Drug  Administration. 

(p)  The  testing  facility  falsified  any 
record  or  report,  or  deliberately  withheld 
any  report,  reqiiired  by  the  good  labora¬ 
tory  practice  regulations. 

§  3e.204  Notice  of  and  opportunity  for 
hearing  on  proposed  disqualification. 

(a)  Whenever  the  Associate  Commis¬ 
sioner  for  CcHnpliance  has  information 
indicating  that  groimds  exist  under 
§  3e.202  which  In  his  oplnlcm  justify  dis¬ 
qualification  of  a  testing  facility,  he  may 
issue  to  the  testing  facility  a  written 
notice  proposing  that  the  facility  be  dis¬ 
qualified. 

(b)  A  hearing  on  the  disqualification 
shall  be  conducted  in  accordance  with 
the  requirements  Tor  a  regulatory  hear¬ 
ing  set  forth  in  Subpart  F  of  Part  2 
of  this  chapter. 

§  3c.206  Final  order  on  disqualification. 

(a)  If,  after  the  regulatory  hearing 
or  after  the  time  for  requesting  a  ffewr- 
ing  expires  without  a  request  being  made, 
the  Commissioner  determines,  upon  an 
evaluation  of  the  administrative  record 
of  the  disqualification  proceedings,  that 
the  testing  facility  Is  responsible  for  any 
of  the  acts  or  omissions  specified  in  the 
notice  issued  pursuant  to  9  3e.204(a)  and 
has  failed  to  furnish  an  adequate  ex¬ 
planation  for  such  acts  or  omissions,  the 
Commissioner  shall  issue  a  final  order 
disqualifying  the  facility.  Such  order 
shall  include  a  statement  of  the  basis 
for  that  determination.  Upon  issuing  a 
final  order,  the  Commissioner  shall  no¬ 
tify  (with  a  copy  of  the  order)  the  test¬ 
ing  facility  of  the  action. 

(b)  If,  after  a  regulatory  hearing  or 
after  the  time  for  requesting  a  hearing 
expires  without  a  request  being  made, 
the  Commissioner  determines,  upon  an 
evaluation  of  the  administrative  record 
of  the  disqualification  proceeding,  that 
the  testing  facility  is  not  responsible  for 
any  of  the  acts  or  (Hnissions  specified  in 
the  notice  issued  pursuant  to  9  3e.204(a) , 
or  is  so  responsible  but  has  furnished  an 
adequate  explanation  for  such  acts  or 
omissions,  the  C^ommlssioner  shall  issue 
a  final  order  terminating  the  disqualifi¬ 
cation  proceeding.  Such  order  shall  in¬ 
clude  a  statement  of  the  basis  for  that 
determination.  Upon  issuing  a  final  order 
the  Commissioner  shall  notify  (with  a 
copy  of  the  order)  the  testing  facility. 

§  3e.210  Actions  upon  disqualification. 

Once  a  testing  facllitir  has  been  dis¬ 
qualified.  each  implication  for  a  research 
or  maiiceting  permit,  whether  aimroved 
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or  not,  containing  or  relying  upon  any 
nonclinical  liU>oratory  study  conducted 
by  the  disqualified  testing  facility  may 
be  examined  to  determine  whether  those 
studies  were  or  would  be  essential  to  a 
decision.  If  it  is  determined  that  a  study 
was  or  would  be  essential,  the  Food  and 
Drug  Administration  shall  also  deter¬ 
mine  whether  the  study  is  acceptable, 
notwithstanding  the  disqualification  of 
the  facility.  Any  study  done  by  a  test¬ 
ing  facility  before  or  after  disqualifica¬ 
tion  may  be  presumed  to  be  unacceptable, 
and  the  person  relying  on  the  study  may 
be  required  to  establish  that  the  study 
was  not  affected  by  the  circumstances 
that  led  to  the  disqualification,  e.g.,  by 
submitting  validating  information.  If  the 
study  is  then  determined  to  be  unaccep- 
able,  such  data  will  be  eliminated  from 
consideration  in  support  of  the  applica¬ 
tion;  and  such  elimination  may  serve 
as  new  information  justifying  the  termi¬ 
nation  or  withdrawal  of  approval  of  the 
application. 

§  3e.21^  Public  disclosure  of  informa* 
tion  upon  disqualification. 

(a)  Upon  issuance  of  a  final  order  dis- 
qualifjring  a  testing  facility  tmder  §  3e.206 
(a) ,  the  Commissioner  may  notify  other 
Federal  government  departments  or 
agencies  that  support,  regulate,  or  review 
nonclinical  laboratory  studies  possiUy 
conducted  by  the  disqualified  testing  fa¬ 
cility.  The  Commissioner  may  also,  where 
appropriate,  notify  State  and  local  li¬ 
censing  authprlties,  that  the  facility  has 
been  disquaUded  by  the  Food  and  Drug 
Administration.  Such  notice  may  be 
given  at  the  discretion  of  the  Commis¬ 
sioner  whenever  he  believes  that  such 
disclosure  would  further  the  public  in¬ 
terest  or  wcmld  promote  compliance  with 
the  good  laboratory  practice  regulations 
set  forth  in  this  part.  Such  notice,  if  giv¬ 
en.  shall  include  a  copy  of  the  final  order 
issued  under  S  3e.206(a)  and  shall  state 
that  the  disqualification  constitutes  a 
determination  by  the  Food  and  Drug  Ad¬ 
ministration  that  nonclinical  laboratory 
studies  performed  by  the  facility  will  not 
be  considered  by  the  Food  and  Drug 
Administration  in  support  of  any  appli¬ 
cation  for  a  research  or  marketing  per¬ 
mit.  If  such  notice  is  sent  to  another 
Federal  government  agency,  the  Food 
and  Drug  Administration  will  recommend 
that  that  agency  also  consider  whether 
or  not  it  should  accept  nonclinical  labo¬ 
ratory  studies  performed  by  the  testing 
facility.  If  such  notice  is  sent  to  a  State 
or  local  licensing  authority,  the  Food  and 
Drug  Administration  will  not  advise  or 
recommend  that  any  action  be  taken  by 
the  person  notified. 

(b)  A  determination  that  a  testing 
facility  has  been  disqualified  and  the  ad¬ 
ministrative  record  regarding  such  de¬ 
termination  are  disclosable  to  the  public 
under  Part  4  of  this  chapter. 

§  3e.215  Alternative  or  additional  ac* 
tions  to  disqualification. 

(a)  Disqusdlfication  of  a  testing  facil¬ 
ity  under  this  subpart  is  independent  ot, 
and  neither  In  lieu  of  nor  a  precondititm 
*  to,  other  i»x>ceedings  or  actions  author¬ 


ized  by  the  act.  The  Food  and  Drug  Ad¬ 
ministration  may,  at  any  time,  institute 
against  a  testing  facility  and/or  agaimt 
tile  sponsor  of  a  nonclinical  laboratory 
study  that  has  been  submitted  to  the 
Food  and  Drug  Administration  any  eq)- 
propriate  Judicial  proceedings  (civil  or 
criminal)  and  any  other  appropriate  reg¬ 
ulatory  action,  in  addition  to  or  in  lieu 
of.  and  prior  to,  simultaneously  with,  or 
subsequent  to,  disqualification.  The  Food 
and  Drug  Administration  may  also  refer 
the  matter  to  another  Federal,  State,  or 
local  law  enforcement  or  regulatory 
agency  for  such  action  as  that  agency 
deems  appropriate. 

(b)  The  Food  and  Drug  Administra¬ 
tion  may  refuse  to  consider  any  particu¬ 
lar  nonclinical  laboratory  study  in  sup¬ 
port  of  an  application  for  a  research  or 
marketing  permit,  if  it  finds  that  the 
study  was  not  conducted  in  accordance 
with  the  good  laboratory  practice  reg¬ 
ulations  set  forth  in  this  part,  without 
disqualifying  the  testing  facility  that 
conducted  the  study  or  undertaking  other 
regulatory  action.^ 

§  3e.217  Suspension  or  termination  of 
a  testing  facility  by  a  sponsor. 

The  sponsor  of  any  nonclinical  labora¬ 
tory  study  may  at  any  time  terminate  or 
suspend  a  testing  facility  from  further 
participation  in  any  nonclinical  labora¬ 
tory  study  it  is  conducting  for  the  spon¬ 
sor,  whether  or  not  the  Food  and  Drug 
Administration  has  commenced  any  ac¬ 
tion  to  disqualify  the  facility.  The  spon¬ 
sor  need  not  utilize  either  the  grounds  or 
the  procedures  for  disqualification  set 
forth  m  this  subpart.  If  a  sponsor  ter¬ 
minates  or  suspends  a  testing  facility 
from  further  participation  in  a  nonclini¬ 
cal  laboratory  study  that  is  being  con¬ 
ducted  as  part  of  any  application  for  a 
research  or  msu'keting  permit  that  has 
been  submitted  to  any  Bureau  of  the  Food 
and  Drug  Administration  (whether  ap¬ 
proved  or  not) ,  it  shall  notify  that  Bu¬ 
reau  in  writing  within  5  working  days  of 
the  action;  the  notice  shtdl  include  a 
statement  of  the  reasons  for  such  action. 
Suspension  or  termination  of  a  testing 
faculty  by  a  sponsor  does  not  relieve  it  of 
any  obligation  under  any  other  applicable 
regulation  to  submit  the  results  of  the 
study  to  the  FOod  and  Drug  Adminis¬ 
tration. 

§  3e.219  Reinstatement  -of  a  diMfuali- 
fied  testhig  facility. 

A  testing  facility  that  has  been  dis¬ 
qualified  may  be  reinstated  as  an  ac¬ 
ceptable  source  of  nonclinical  laboratory 
studies  to  be  sulnnitted  to  the  Pood  and 
Drug  Administration  if  the  Commissioner 
determines,  upon  an  evaluation  of  the 
submission  oi  the  testing  facility,  that 
the  facUity  can  adequately  assure  that  it 
wiU  conduct  future  nonclinical  laboratory 
studies  in  compliance  with  the  good 
laboratory  practice  regulations  set  forth 
in  this  part  and,  if  any  studies  are  cur¬ 
rently  teing  conducted,  that  the  quality 
and  integrity  of  such  studies  have  not 
been  seriously  compromised.  A  disquali¬ 
fied  testing  facility  that  wishes  to  be  so 
reinstated  shall  present  in  ^s^ting  to  the 


Commissioner  reasons,  why  it  believes  it 
should  be  reinstated  and  a  detailed 
description  ot  the  corrective  actions  it 
has  taken  or  intends  to  take  to  assure 
that  the  acts  or  omissions  which  led  to 
its  disqiialification  will  not  reciu’.  The 
Commi^ioner  may  condition  reinstate¬ 
ment  upon  the  testing  facility  being 
found  in  compliance  with  the  good  lab¬ 
oratory  practice  regulations  upon  an  in¬ 
spection.  If  a  testing  facility  is  reinstated, 
the  Commissioner  shall  so  notify  the 
testing  facility  and  all  organizations  and 
persons  who  were  notified,  under  §  3e.213, 
of  the  disqualification  of  the  testing 
facility  has  been  reinstated  is  disclosable 
to  the  public  imder  Part  4  of  this  chapter. 


PART  8— COLOR  ADDITIVES 

2.  In  §  8.4  by  adding  new  paragraph 
(g)  to  read  as  follows: 

§  8.4  Petitions  propowinf;  regulations 
for  rolor  additives. 

•  •  ,  •  •  • 

(g)  Petitions  filed  with  the  Conunis- 
sioner  under  section  706(b)  of  the  act 
shall  include  a  statement  that  all  non¬ 
clinical  laborat<»y  studies  have  been,  or 
will  be,  conducted  in  compliance  with  the 
good  laboratory  practice  regulations  as 
set  forth  in  Part  3e  of  this  chapter,  or,  if 
such  studies  have  not  been  conducted 
in  compliance  with  such  regulations, 
differences  between  the  practices  used  in 
conducting  the  study  and  the  good  lab¬ 
oratory  practice  regulatiems  shall  be 
described  in  detail. 

3.  In  §  8.8  by  redesignating  paragraph 
(b)  as  (b)  (1)  and  by  adding  new  para- 
gr£q>h  (b)  (2)  to  read  as  follows: 

§  8.8  Extension  of  time  for  studying  pc- 
tions ;  substantive  amendments ; 
witlidrawid  of  petitions  without  pre¬ 
judice. 

•  #  #  •  « 

lb)  Substantive  amendments.  (1)  *  •  • 

(2)  Addititmal  Information  m*  data 
submitted  in  support  of  filed  petitions 
shall  Include  a  statement  that  all  non¬ 
clinical  laboratory  studies  have  been,  ox 
will  be,  conducted  in  compliance  with  the 
good  labCNratmy  practice  regulatimis  as 
set  forth  in  Part  3e  of  this  chapter,  or,  if 
such  studies  have  not  been  ccmducted  in 
compliance  with  such  regulations,  differ¬ 
ences  between  the  practices  used  in  con¬ 
ducting  the  study  and  the  good  labora¬ 
tory  practice  regulations  shall  be  de¬ 
scribed  in  detail. 

•  •  •  a  • 


SUBCHAPTER  8 — FOOD  AND  FOOD  PRODUCTS 

PART  121— FOOD  ADDITIVES 

4.  In  S  121.51  by  adding  new  paragraph 
(m)  to  read  as  follows: 

§  121.51  Petitions  proposing  regula¬ 
tions  for  food  additives. 

(m)  Petitiims  filed  with  the  Commis¬ 
sioner  under  section  409(b)  of  the  act 
shall  Include  a  statement  that  all  non¬ 
clinical  ktooratory  studies  have  been,  or 
will  be,  ccmducted  in  compliance  with  the 
good  laboratory  practice  regulations  as 
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set  forth  in  Part  3e  of  this  chapter,  or.  If 
such  studies  have  not  been  conducted 
In  compliance  with  such  regulations,  dlf  • 
ferences  between  the  practices  used  in 
conducting  the  study  and  the  good  lab¬ 
oratory  practice  regulations  shall  be  de¬ 
scribed  in  detail. 

5.  In  S  121.53  by  designating  the  exist¬ 
ing  text  as  paragraph  (a)  and  by  adding 
new  paragraph  (b)  to  read  as  fc^ows: 

§  121.53  Substantive  amendments  to  pe> 

titions. 

•  *  •  •  • 

(b)  Additional  InformaticHi  and  data 
submitted  in  support  of  filed  petitions 
shall  include  a  statement  that  all  non- 
cllnlcal  laboratory  studies  have  been,  or 
will  be,  conducted  in  compliance  with  the 
.good  laboratory  practice  regtUatlcms  m 
set  forth  in  Part  3e  of  this  chapter,  or 
if  such  studies  have  not  been  conducted 
in  compliance  with  such  regulations,  dif¬ 
ferences  between  the  practices  used  in 
conducting  the  study  and  the  good  lab- 
ratory  practice  regulations  shall  be  de¬ 
scribed  in  detail. 


SUBCHAPTER  D— DRUGS  FOR  HUMAN  USE 

PART  312— NEW  DRUGS  FOR 
INVESTIGATIONAL  USE 

6.  In  S  312.1  by  adding  new  item  16  to 
Form  FE>-1571  in  paragraph  (a)  (2) ;  in 
paragraph  (d)(ll)  by  adding  the  word 
“or”  after  the  final  semicolon;  and  by 
adding  new  paragraph  (d)  (12)  to  read 
as  follows: 

§  312.1  Conditions  for  exemption  of 

new  drugs  for  investigational  use. 

(a)  •  •  • 

(2)  •  •  • 

Form  FD-1671  •  •  • 

16.  A  statement  that  all  noncllnlcal  labo¬ 
ratory  studies  have  been,  or  will  be.  con¬ 
ducted  In  compliance  with  the  good  labora¬ 
tory  practice  regulations  set  forth  In  Part 
3e  of  this  chapter,  or.  If  such  studies  have 
not  been  conducted  In  compliance  with  such 
regulations,  differences  between  the  practices 
\ised  In  conducting  the  study  and  the  good 
laboratory  practice  regulations  shaU  be  de¬ 
scribed  In  detail. 

•  •  •  •  # 

(d)  •  *  * 

(12)  All  nonclinical  laboratory  studies 
were  not  conducted  in  compliance  with 
the  good  laboratory  practice  regulations 
as  set  forth  in  Part  3e  of  this  chapter, 
or,  if  such  studies  were  not  conduct^  in 
compliance  with  such  regulations,  dif¬ 
ferences  between  the  practices  used  in 
conducting  the  study  and  the  good  labo¬ 
ratory  practice  regulations  were  not  des¬ 
cribed  in  detail. 

•  •  «  •  • 


PART  314 — NEW  DRUG  APPLICATIONS 

7.  In  S  314.1  by  adding  new  item  16  to 
Form  FD-356H  in  paragraph  (c)(2),  by 
redesignating  paragraph  (f)(7)  as  (f) 
(8)  and  by  adding  a  new  paragraph  (f) 
(7)  to  read  as  follows: 

§  314.1  Applications. 

*  •  *  *  • 

(c)  •  •  • 


(2)  •  •  • 

Form  FD-356H— Rev.  1974  •  •  • 

16.  NoneUnieal  laboratory  studies.  A  state¬ 
ment  that  all  noncllnlcal  labmatory  studies 
contained  In  the  application  were  (xmducted 
In  cmnpllance  with  the  good  laboratory  prac¬ 
tice  r^ulatlons  as  set  foii^  In  Part  3e  of 
thin  chapter,  or.  If  such  studies  have  not 
been  conducted  In  compliance  with  such  reg¬ 
ulations,  differences  between  the  practices 
used  In  conducting  the  study  and  the  good 
laboratory  practice  regulations  shall  be 
described  In  detail. 

•  •  •  •  •  • 

(7)  A  statement  that  all  nonclinical 
laboratory  studies  contained  in  the  ap¬ 
plication  were  conducted  in  compliance 
with  the  good  laboratory  practice  regu¬ 
lations  as  set  forth  in  Part  3e  of  this 
chapter,  or,  if  such  studies  have  not  been 
conducted  in  compliance  with  such  r^u- 
lations,  differences  between  the  practices 
used  in  conducting  the  study  and  the 
good  laboratory  practice  regulations 
shall  be  described  in  detail. 

•  *  •  •  • 

8.  In  i  314.8  by  adding  new  paragraph 
(1)  to  read  is  follows: 

§  314.8  Supplemental  applications. 

•  •  •  •  • 

(1)  A  supplemental  application  that 
contains  nonclinical  laboratory  studies 
shall  include  a  statement  by  the  appli¬ 
cant  that  all  of  these  studies  were  con¬ 
ducted  in  compliance  with  the  good  lab¬ 
oratory  practice  regulations  as  set  forth 
in  Part  3e  of  this  chapter,  or,  if  such 
studies  have  not  been  conducted  in  com¬ 
pliance  with  such  regulations,  differences 
between  the  practices  used  in  conducting 
the  study  and  the  good  laboratory  prac¬ 
tice  regulations  shall  be  described  in 
detaiL 

9.  In  S  314.9  by  adding  paragraph  (c) 
to  read  as  follows: 

§  314.9  Insufficient  information  in  ap¬ 
plication. 

•  •  •  <  •  • 

(c)  The  information  contained  in  an 
application  shall  .be  considered  insuffi¬ 
cient  to  determine  whether  a  drug  is  safe 
and  effective  for  use  unless  the  applicant 
includes  a  statement  that  all  nonclinical 
laboratory  studies  contained  in  the  ap¬ 
plication  were  conducted  in  compliance 
with  the  good  laboratory  practice  regu¬ 
lations  as  set  forth  in  Part  3e  of  this 
chapter,  or,  if  such  studies  have  not  been 
conducted  in  compliance  with  such  regu¬ 
lations,  differences  between  the  practices 
used  in  conducting  the  study  and  the 
good  laboratory  practice  regulations 
shall  be  described  in  detail. 

10.  In  §  314.12  by  adding  new  para¬ 
graph  (c)  to  read  as  follows : 

§  314.12  Untrue  statements  in  applica¬ 
tion. 

•  •  •  •  • 

(c)  All  nonclinical  laboratory  studies 
contained  in  the  application  were  not 
conducted  in  compliance  with  the  good 
laboratory  practice  regulations  as  set 
forth  in  Part  3e  of  this  chapter,  or,  if 
such  studies  were  not  conducted  in  com¬ 
pliance  with  such  regulations,  differences 


between  the  practices  used  in  conducting 
the  study  and  the  good  laboratory  prac¬ 
tice  regulations  were  not  described  in 
detalL 

11.  In  i  314.110  by  adding  new  para- 
graiffi  (a)  (9)  to  read  as  follows: 

§  314.110  Reasons  for  refusing  to  file 
applications. 

(a)  •  •  • 

(9)  The  applicant  fails  to  include  in 
the  application  a  statement  that  all  non¬ 
clinical  laboratory  studies  contained  in 
the  application  were  conducted  in  com¬ 
pliance  with  the  good  laboratory  practice 
regulations  as  set  forth  in  Part  3e  of  this 
chapter,  or,  if  such  studies  were  not  con¬ 
ducted  in  compliance  with  such  regula¬ 
tions,  differences  between  the  practices 
used  in  conducting  the  study  and  the 
good  laboratory  practice  regulations  were 
not  described  in  detail. 

•  •  .  •  •  • 

12.  In  S  314.111  by  striking  the  p^lod 
at  the  end  of  paragraph  (a)  (7) ,  adding 
in  lieu  thereof  a  semicolon  and  the  word 
“or”  and  adding  new  paragraph  (a)  (8) 
to  read  as  follows : 

§  314.111  Refusal  to  approve  the  appli¬ 
cation. 

(a)  *  •  • 

(8)  Any  nonclinical  laboratory  study 
contained  in  the  application  was  not  con¬ 
ducted  in  compliance  with  the  good  lab¬ 
oratory  practice  regulatltms  as  set  forth 
in  Part  3e  of  this  chapter,  or,  if  such 
study  was.^ot  conducted  in  compliance 
with  such^ regulations,  differences  be¬ 
tween  the  practices  used  in  conducting 
the  study  and  the  good  laboratory  prac¬ 
tice  regulations  were  not  described  in 
detail. 

•  •  •  •  • 

13.  In  S  314.115  by  adding  new  para¬ 
graph  (c)  (5)  to  resul  as  follows: 

§  314.115  Withdrawal  of  approval  of  an 
application. 

•  •  •  •  • 

(c)  •  •  • 

(5)  That  any  nonclinical  laboratory 
study  contained  in  the  application  was 
not  conducted  in  compliance  wllh  the- 
good  laboratory  practice  regulations  as 
set  forth  in  Part  3e  of  this  chapter,  or,  if 
such  studies  have  not  been  conducted  in 
compliance  with  such  practice,  differ¬ 
ences  between  the  practices  used  in  con¬ 
ducting  the  study  and  the  good  labora¬ 
tory  practice  regulations  shall  be  de¬ 
scribed  in  detail. 

•  *  •  •  • 


PART  430— ANTIBIOTIC  DRUGS; 
GENERAL 

14.  In  §  430.20  by  adding  new  par- 
graph  (h)  to  read  as  follows: 

§  430.20  Procedures  for  the  issuance, 
amendment,  or  repeal  of  regulations. 
•  •  •  •  • 

(h)  No  regulation  providing  for  the 
certification  of  an  antibiotic  drug  for 
human  use  shall  be  Issued  or  amended 
imless  the  nonclinical  laboratory  studies 
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on  which  the  issuance  or  amendment  of 
the  regulation  is  based  were  conducted  in 
compliance  with  the  good  laboratory 
practice  regulations  as  set  forth  in  Part 
3e  of  this  chapter,  or,  if  such  studies  have 
not  been  conducted  in  ccnnpllance  with 
such  regulations,  differences  between  the 
practices  used  in  conducting  the  study 
and  the  good  laboratory  practice  regula¬ 
tions  shall  be  described  hi  detail. 

PART  431— CERTIFICATION  OF 
ANTIBIOTIC  DRUGS 

15.  In  §  431.17  by  adding  new  para¬ 
graph  (J)  to  read  as  follows; 

§  431.17  New  antibiotir  and  anlibiotir- 
containing  products. 

•  *  ♦  •  • 

(j)  A  statement  that  all  nonclinlcal 
laboratory  studies  contanied  in  the  re¬ 
quest  have  been  conducted  in  compliance 
with  the  good  laboratory  practice  regu- 
latitms  as  set  forth  in  Part  3e  of  this 
chapter,  or,  if  such  studies  have  not  been 
conduct^  in  compliance  with  such  reg¬ 
ulations.  differences  between  the  prac¬ 
tices  us^  in  conducting  the  study  and 
the  good  laboratory  practice  regulations 
shall  be  described  in  detail. 


SUBCHAPTER  E— ANIMAL  DRUGS,  FEEDS,  AND 
RELATED  PRODUCTS 

PART  514 — NEW  ANIMAL  DRUG 
APPUCATION 

16.  In  S  514.1  by  adding  new  paragraph 
(b)  (12)  (ill)  to  read  as  follows; 

§  514.1  Applications. 

•  •  •  a  a 

(b)  •  •  • 

(12)  *  *  • 

(ill)  A  statement  that  all  nonclinical 
laboratory  studies  contained  in  the  ap¬ 
plication  were  conducted  in  compliance 
with  the  good  laboratory  practice  regula¬ 
tions  as  set  forth  in  Part  3e  of  this 
chapter,  or,  if  such  studies  have  not  been 
conducted  in  compliance  with  such  regu- 
latkms,  differences  between  the  practices 
used  In  conducting  the  study  and  the 
good  laboratory  practice  regulations 
shall  be  described  in  detail. 

•  •  4  #  • 


17.  In  1 514.8  by  adding  new  para¬ 
graph  (1)  to  read  as  follows: 

§  514.8  Supplemental  new  animal  drug 
applications. 

•  •  •  •  •  • 

(1)  A  supplemental  application  that 
contains  nonclinlcal  laboratory  studies 
shall  include  a  statement  by  the  appli¬ 
cant  that  all  of  the  studies  were  con¬ 
ducted  in  cmnpliance  wiUi  the  good 
laboratory  practice  regulation  as  set 
forth  in  Part  3e  of  this  chapter,  or,  if 
such  studies  have  not  been  conducted  in 
compliance  with  such  regulations,  dif¬ 
ferences  between  the  practices  used  in 
conducting  the  study  and  the  good 
laboratory  practice  regulations  shall  be 
described  in  detail. 

18.  In  S  514.15  by  adding  new  para- 
gmph  (c)  to  read  as  follows; 

§  514.15  Llnlriic  statements  in  applica¬ 
tions. 

4  4  4  4# 

(c)  All  nonclinical  laboratory  studies 
contained  in  the  application  were  not 
conducted  in  compliance  with  the  good 
laboratory  practice  regulatitms  as  set 
forth  in  Part  3e  of  this  chapter,  or.  If 
such  studies  were  not  ctmducted  in  com¬ 
pliance  with  such  regulations,  differences 
between  the  practices  used  In  conducting 
the  study  and  the  good  laboratory  prac¬ 
tice  regulations  were  not  describe  in 
detail. 

19.  In  §  514.110  by  adding  new  para¬ 
graph  (b)  (8)  to  read  as  follows; 

§  514.110  Reasons  for  refusing  to  file 
applications. 

4  4  4  4  4 

(b)  •  •  * 

(8)  It  falls  to  include  a  stat^ent  that 
all  nonclinical  laboratory  studies  con¬ 
tained  in  the  application  were  conducted 
in  compliance  with  the  good  laboratory 
practice  regulations  as  set  forth  In  Part 
3e  of  this  chapter,  or,  if  such  studies  were 
not  conducted  In  compliance  with  such 
regulations,  differences  between  the  prac¬ 
tices  used  In  conducting  the  study  and 
the  good  laboratory  practice*  regulations 
were  not  described  in  detail. 

4  4  4  4  4 


20.  In  I  514.111  by  adding  new  para¬ 
graph  (a)  (10)  to  read  as  fctlows; 

§  514.111  Refusal  lo  approve  an  appli¬ 
cation.  ^ 

(a)  •  •  • 

(10)  Any  nonclinical  laboratory  study 
contained  in  the  application  was  not 
conducted  in  compliance  with  the  good 
laboratory  practice  regulations  as  set 
forth  in  Part  3e  of  this  chapter,  or,  if 
such  study  was  not  conducted  In  compli¬ 
ance  with  such  regulations,  differences 
between  the  practices  used  in  conducting 
the  study  and  the  good  laboratory  prac¬ 
tice  regulations  were  not  described  In 
detail. 

*  •  •  •  • 

21.  In  S  514.115  by  adding  new  para¬ 
graph  (b)  (4)  to  read  as  follows; 

§  514.115  Withdrawal  of  approval  of 
applifatkms. 

•  •  •  •  • 

«b)  •  •  • 

(4)  That  any  nonclinical  laboratory 
study  contained  in  the  application  was 
not  conducted  In  compliance  with  the 
good  laboratory  practice  regulations  as 
set  forth  in  Part  3e  of  this  chapter,  or, 
if  such  study  was  not  conducted  in  com¬ 
pliance  with  such  regulations,  dUfer^ces 
between  the  practices  used  in  conduct¬ 
ing  the  study  and  the  good  laboratory 
.practice  regulations  were  not  described 
in  detail. 

4  4  4  ^4  4 

Interested  persons  may,  on  or  before 
March  21,  1977,  submit  to  the  Hearing 
CTlerk,  Food  and  Drug  Administration, 
Rm.  4-65,  5600  Fishers  Lane,  Rockville. 
MD  20857,  written  comments  (preferably 
in  qulntuplicate  and  identified  with  the 
Hearing  deiic  docket  number  found  In 
brackets  in  the  heading  of  this  docu¬ 
ment)  regarding  this  proposal.  Received 
comments  may  be  seen  In  the  above  of¬ 
fice  during  working  hours,  Monday 
through  Friday. 

Dated:  November  12,  1976. 

A.  M.  ScHMmT, 

CimmUsUmer  of  Food  and  Drugs. 
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